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LIBRIUM tie 


5 mg and 10 mg 


Librium covers a wider range of anxiety-linked symptoms than any tranquilizer or 
other “equanimity-producing” agent; provides superior, safer, faster control of com- 
mon emotional disturbances—with no sacrifice of mental acuity, no dulling of the 
personality. A marked advantage of Librium therapy: complete freedom from G. |. 
side effects;? in particular—no superimposed diarrhea, no nausea, no constipation.” 


Librium studies of particular significance in the area ef gastro- 

intestinal disorders: 1. D. C. English, Curr. Therap. Res., 2:88, 

1960. 2. L. J. Thomas, Dis. Nerv. System, 21:(Suppl.), 40, 1960. 

Fy 3. H. H. Farb, ibid., p. 27. 4. G. L. Usdin, J. Louisiana M. Soc., 
ey7ss LABORATORIES 112:142, 1960. 5. M. E. Smith, Am. J. Psychiot., 117:362, 1960. 


LIBRIUM® Hydrochloride —7-chloro-2-methylamino- 


5-pheny!-3H-1,4-benzodiazepine 4-oxide hydrochloride 


USUAL ADULT DOSE — Mild to moder- 
ate anxiety and tension: 5 or 10 eH 
3 or 4 times daily. Severe 
and tension: 20 or 25 mg, 3 

times daily. Geriatric patients: sme, 
2 to 4 times daily. CHILDREN —5 mg 
2 to 4 times daily (may be increased 
in some children to 10 mg, 2 or 3 
times daily). 


SIDE EFFECTS — Broad clinical trials, 
including numerous and extensive 
laboratory studies, have revealed no 
evidence of bone marrow depression, 
extrapyramidal effects, or damage 
to vital organs. There have been no 
reports of liver damage, jaundice, 
or photosensitivity. In a few in- 
stances syncope has been reported 
when high doses were used. While 
withdrawal symptoms following dis- 
continuation of Librium have not 
been reported when recommended 
dosages have been employed, abrupt 
cessation after prolonged overdos- 
age (300 to 600 mg daily for more 
than 5 months) has produced with- 
drawal symptoms similar to those 
seen with barbiturates or meproba- 
mate (including convulsions). Caution 
must therefore be exercised in pre- 
scribing Librium for individuals 
known to be addicticn-prone, or 
whose history suggests that they 
may increase the dosage on their 
own initiative. Paradoxical reactions, 
i.e., excitement, stimulation, eleva- 
tion of affect and acute rage, have 
been reported in a few psychiatric 
patients; these reactions may be 
secondary to relief of anxiety and 
should be watched for in the early 
stages of therapy. 


In certain patients — particularly the 
elderly and debilitated—there have 
been occasional reports of ataxia and 
drowsiness. While these effects can 
be avoided in almost all patients by 
proper dosage adjustment, ataxia and 
drowsiness have occasionally been 
observed at the lower dosage ranges. 
In addition, there have been isolated 
instances of minor skin rashes, nau- 
sea and constipation, as well as re- 
ports of both increased and decreased 
libido. Such side effects have been 
infrequent and have been readily 
controlled with reduction of dosage. 
The necessity of discontinuing ther- 
apy because of undesirable effects 
has been very rare, 


PRECAUTIONS—1In elderly, debilitated 
patients, it is important to limit the 
dosage to the smallest effective 
amount to preclude the development 
of ataxia or oversedation (not more 
than 10 mg per day initially, to be 
increased gradually as needed and 
tolerated). As is true of all CNS- 
acting drugs, until the correct main- 
tenance dosage is established, 
patients receiving Librium should be 
advised against possibly hazardous 
requiring complete men- 
al alertness or physical coordina- 
tion. While there has been no clinical 
evidence of complications followin 
the concomitant administration 0: 
Librium and other 
agents, in general such combined 

therapy is not recommended. If com- 
bination therapy seems indicated, 
consideration should given 


to capleyes with Librium pa 

compounds such as 

ibitors and are top 

° he usual precautions in treat- 

ing patients with impaired renal or 

hepatic function should be observed. 


As a service to the prescribing phy- 
sician, above is a complete state- 
ment of dosage, side effects and 
precautions as set forth in the basic 
product literature. 


PACKAGING: Capsules, 10 mg, green 
and black; 5 mg, green and yellow — 
bottles of 50 and 500; 25 mg, green 
and white — bottles of 500 and 5000. 
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Regularity and Metamucil 


Both are basic for relief and correction of constipation 


Effective relief and correction of constipation require more than clear- 
ing the bowel. Basic to the actual correction of the condition itself is 
the establishment of regular bowel habits. Equally basic is Metamucil 
which adds a soft, inert bulk to the bowel contents to stimulate normal 
peristalsis and also to retain water within stools to keep them soft and 
easy to pass. Thus Metamucil induces natural elimination and pro- 
motes regularity. 


Metamucil 


brand of psyllium hydrophilic mucilloid 


SEARLE 


97 
types of nome! 


to CONTROL DIARRHEA... the traditional and time-tested triad 
of effective and safe agents 


Pleasant taste plus predictable, prompt response in diarrhea 


Parepectolin combines paregoric, pectin, kaolin in a balanced, stable colloidal suspension, 
with a smooth, creamy consistency and a pleasant, mildly aromatic flavor. Parepectolin 
is compatible with antibiotics, and retains its uniform consistency and its good flavor. 


Parepectolin; each fluid ounce—Paregoric (equivalent) 10 dram, Pectin 2 5 gr.. Kaolin (specially purified) 85 gr Sotties of 4 and 8 fluid ounces. 
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When 
smooth 
muscle 
spasm 
gets 
rough 
on your 


patients 


Like oil on troubled waters... 


Formula 


TABLETS 
CAPSULES 
ELIXIR (per 5 cc.) 


Hyoscyamine Sulfate......0.1037 mg. 
Atropine Sulfate ..0.0194 mg. 
Hyoscine Hydrobromide..0.0065 mg. 
Phenobarbital (% gr.).... 16.2 mg. 


DONNATAL® EXTENTABS® 
(Extended Action Tablets) 


Each Extentab (equiva- 
lent to 3 Tablets) pro- 
vides sustained 1-tablet 
effects...evenly, for 10 to 
12 hours — a'l day or all 
night on a single dose. 


DONNATAL 


provides superior spasmolysis 


through provision of natural belladonna 
alkaloids in optimal ratio, with phenobarbital 


A.H.ROBINS CO.,INC., RICHMOND 20, VA. 
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DONNATAL 


In Egypt and England 
Mexico and Missouri 
India and South Africa 


evidence favors 


Furoxone 


for bacterial diarrheas’ 


@ swiftly relieves symptoms e succeeds where others fail against 
increasingly prevalent refractory strains of Staphylococcus, Escherichia, 
Salmonellaand Shigella e bactericidalrather than bacteriostatic e side effects 
negligible @ does not encourage monilial or staphylococcal overgrowth 
@ has not induced significant bacterial resistance 


Furoxone Liquid: a pleasant orange-mint flavored suspension containing 
Furoxone 50 mg. per 15 cc., with kaolin and pectin, bottles of 240 cc. 
Furoxone Tablets: 100 mg., scored, bottles of 20 and 100. 

Dosage: Adults, 100 mg. q.i.d.; children, 5 mg./Kg./day divided in four doses. 


=\" EATON LABORATORIES 
*International bibliography ((aton)) Division of The Norwich Pharmacal Company 
available on request. ‘= NORWICH, NEW YORK 
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for 
or potential 
ulcer... 


PATHIBAMATE 


meprobamate with PATHILON® tridihexethy! chloride Lederle 
anticholinergic... 


____ treats the trauma 
tranquilizer... 


controls the tension 


indications: duodenal ulcer; gastric ulcer; intestinal 
colic; spastic and irritable colon; ileitis; esophag- 
eal spasm; anxiety neurosis with gastrointestinal 
symptoms, and gastric hypermotility. 
Administration and Dosage: PATHIBAMATE-400 (full 
meprobamate effect) —1 tablet three times a day 
at mealtime, and 2 tablets at bedtime. 
PATHIBAMATE-200 (limited meprobamate 
effect)—1 or 2 tablets three times a day at meal- 
time, and 2 tablets at bedtime. Adjust to patient 
response. 

Contraindications: glaucoma; pyloric obstruction, 
and obstruction of the urinary bladder neck. 


LEDERLE LABORATORIES 
A Division of AMERICAN CYANAMID COMPANY 
Pearl River, New York 
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wherever 
monilial superinfection 
is a particular hazard* 


osa-lerrastatin 


OXYTETRACYCLINE WITH GLUCOSAMINE PLUS NYSTATIN 


capsules and for oral suspension 


the antibiotic effectiveness of 
Terramycin enhanced 
with antifungal activity 


*patients requiring high 
or prolonged 
antibiotic dosage 


*patients a™ 
receiving 
corticosteroid 


therapy 


*women, particularly 
during pregnancy 


IN BRIEF \ 


Cosa-Terrastatin provides the estab- 
lished antibiotic dependability of oxy- 
tetracycline (Terramycin®) with the 
potent antifungal activity of nystatin; 
inclusion of glucosamine enhances the 
absorption of Terramycin. Nystatin has 
a significant prophylactic action against 
monilial overgrowth. 


INDICATIONS: Effective against both 
gram-positive and gram-negative bac- 
teria, rickettsiae, spirochetes, large 
viruses, and certain parasites (amebae, 
pinworms), Cosa-Terrastatin is indi- 


*debilitated or 
elderly patients | 


cated in a great variety of infections due to susceptible organisms, 
e.g., infections of the respiratory, gastrointestinal, and genitouri- 
nary tracts, surgical and soft-tissue infections, ophthalmic and 
otic infections, and many others. The added protection afforded 
by Cosa-Terrastatin against monilial superinfection is especially 
important for those patients who are most likely to be susceptible 


to the overgrowth of Candida albicans. 


ADMINISTRATION AND DOSAGE: Adults: Dosage providing 1 Gm. 
of oxytetracycline daily in four divided doses is usually effective. 
In severe infections, 2-4 Gm. daily may be indicated. Infants and 
children: 10-20 mg. of oxytetracycline per lb. of body weight daily. 


*diabetics 


SIDE EFFECTS AND PRECAUTIONS: If 
superimposed infection caused by re- 
sistant staphylococci is observed, the 
antibiotic should be discontinued, and 
a therapeutic trial of other antibiotics 
as indicated by susceptibility testing 
may be initiated. Aluminum hydroxide 


. gel has been shown to decrease anti- 


biotic absorption and is therefore con- 
traindicated. Glossitis and allergic 
reactions are rare. Nystatin is virtually 
nontoxic and nonsensitizing ; side effects 
are seldom observed. There are no 
known contraindications to glucosamine. 


SUPPLIED: Cosa-Terrastatin Capsules, 
250 mg. of oxytetracycline with 250 mg. 
of glucosamine and 250,000 units of 
nystatin, bottles of 50. Cosa-Terrastatin 
for Oral Suspension, each 5 cc. tea- 
spoonful of reconstituted suspension 
contains 125 mg. of oxytetracycline 
with 125 mg. of glucosamine and 
125,000 units of nystatin, 60 cc. bottles. 


More detailed professional information 
available on request. 


(Pfizer) Science for the world’s well-being PFIZER LABORATORIES Division, Chas. Pfizer & Co., Inc. Brooklyn 6, New York 


: 104 

s@ 

Fa 


KEEPS 
THE STOMACH 
FREE OF PAIN 


KEEPS 
THE MIND OFF 
THE STOMACH 


Milpath acts quickly to suppress pain and 
spasm, and to allay anxiety and tension 
with minimal side effects. 


Milpath-400 — Yellow, scored tablets of 

400 mg. Mil (meprob te) and 

25 mg. tridihexethy! chloride. Bottle of 50. 
AVAILABLE Dosage: 1 t2biet t.i.d. at mealtime and 

IN TWO 2 at bedtime. 

Milpath-200 — Yellow, coated tablets of 

POTENCIES: 200 mg. Miltown (meprobamate) and 
25 mg. tridihexethy! chloride. Bottle of 50. 


Dosage: 1 or 2 tablets t.i.d. at mealtime 
and 2 at bedtime. 


Milpath 


®Miltown +anticholinergic 


® 
WALLACE LABORATORIES Cranbury, N. J. WwW) 
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SECRETIN and PANCREOZYMIN 


Valuable as diagnostic agents in gastroenterology, secretin 
and pancreozymin can be used with confidence in the duodenal 
aspiration test and the serum enzyme test. 


PANCREOZYMIN is supplied in 20 cc rubber-capped The International Division 
vials each containing 100 units. 

SECRETIN is supplied in 10 cc rubber-capped vials 
each containing 50-100 units. The potency is declared NOTTINGHAM ENGLAND 
on each vial following biological assay. 


BOOTS PURE DRUG COMPANY LIMITED 


Please write for further information and supplies to: 
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INDICATED: 


THE PAIN-RELIEVING ANTACID 


WITH PROTECTIVE COATING ACTION 


Only Gelusil protects the peptic ulcer with 


two demulcent coating gels—ends pain promptly 
and controls excess gastric acid. Pleasant- 
tasting Gelusil is inherently nonconstipating 


and contains no laxative. The protective, 


all-antacid action of Gelusil promotes 
healing, makes Gelusil the physiologically 
correct adjuvant for any program of 


ulcer management. 


GS E LU i the physician’s antacid —tablets and liquid 


meakers of PROLOID PERITRATE MANDELAMINE 
cunmcorvr 
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important new drug in the 
treatment of Amebiasis 


90% cures with ANAMEBA’* 


Re-examinations four months 


(From Craig and Faust, 
Clinical Parasitology) 


19% INCIDENCE: ANAMEBA SPECIFIC 
FOR AMEBIASIS 


Frye and Lampert! recently studied the 
effect of Anameba in the treatment of 
asymptomatic Endameba histolytica 
carriers. They concluded that ‘‘Results 
of treatment . . . with Anameba in a 
group of 23 carriers of E. histolytica 
were excellent. No toxic reactions or 
side effects were noted among the 49 
subjects who received the drug... 
There was no nausea, diarrhea or other 
sign of toxicity or side effects.” 


RESULTS OF POST-TREATMENT STOOL EXAM- 
INATIONS FOR E. HISTOLYTICA 

No. Positive 
No. Positive After First Course 
Controls | Before Treatment of Treatment 


No. of Patients No. of 


Examined 


later showed 90% of 
the patients were 
still cured. 


8 DAYS OF TREATMENT RESULTS 
IN 909% CURES 


A single course of treatment (1 tablet t.i.d. for 8 
days) results in improvement or complete allevia- 
tion of symptoms. Relief of symptoms of abdominal 
distress and flatulence is prompt. No toxic reactions 
or side effects occur, and no alteration in diet is 
necessary during Anameba therapy. 


Each Anameba tablet contains: Iodochlorhydroxy- 
quin 125 mg., and Bacitracin-methylene disalicylate 
5000 U.S.P. Units. Supplied: In bottles of 24 tablets. 


When you pect biasis—specify ANAMEBA. 
For additional information, please write our Med- 
ical Department. 


1. Frye, W.W., and Lampert, R.: Treatment of 
Asymptomatic Endamoeba histolytica Carriers with 
a Formulation of Bacitracin-Methylene Disalicylate 
and Iodochlorhydroxyquin (Anameba). 

Am. J. Gastroenterol. 34:429-432 (Oct.), 1960. 


CHICAGO PHARMACAL COMPANY 
5547 N. Ravenswood Ave., Chicago 40, lil. 
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Dulcolax 


the laxative 
witha 
bibliography 

elgy 


The extensive bibliography* on Dulcolax, amounting 
to almost 100 clinical reports, strongly affirms its 
clinical advantages. 


Induces Natural Evacuation 

The action of Dulcolax is based on simple reflex pro- 
duction of large bowel peristalsis on contact with the 
colonic mucosa. As a result, stools are usually soft 
and well formed and purgation is avoided. 


Predictable Action 

With Dulcolax tablets action is almost invariably ob- 
tained overnight...with suppositories action occurs 
within the hour. 


Wide Application 

Dulcolax is as well adapted to preparation for radio- 
graphic and operative procedures as it is to the treat- 
ment of constipation. 


*Detailed literature, including complete bibliography, 
available on request. 


Dulcolax®, brand of bisacodyl: Tablets of 5 mg. and 
suppositories of 10 mg. Under license from C. H. 
Boehringer Sohn, Ingelheim. 


Geigy Pharmaceuticals 
Division of Geigy Chemical Corporation 
Ardsley, New York DU 


568-60 
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AN AMES CLINIQUICK”. 


CLINICAL BRIEFS FOR MODERN PRACTICE 


HOW MAY A PATIENT 
BE REASSURED 

THAT REMOVAL 

OF HIS GALLBLADDER 
WILL NOT SERIOUSLY 
IMPAIR HIS DIGESTIVE 
ABILITY? 


He may be told that, among animals 
of similar dietary habits and digestive 
processes, some have a gallbladder 
and some do not. Among the 
herbivores, the cow and sheep have 
one, the deer and horse do not; 
among the omnivores, the mouse 
has one but the rat does not. 


Source: Farris, J. M., and Smith, G. K.: 
M. Clin, North America 43:1133 (July) 1959, 


AMES 


COMPANY, INC 
Elkhort indiane 
Toronto + Canada 
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EXPERIMENTAL PRODUCTION OF ZUCKERGUSSLEBER* 


J. T. NIX, M.D., Ph.D. (Surg.), F.A.C.G. 
R. T. JACKSON, Ph.D 
and 
T. D. McCAFFERY, JR., B.S. 


New Orleans, La. 


INTRODUCTION 


In the course of experimental studies of biliary lymph transit time in rabbits, 
it was noted that marked fibrosis of Glisson’s capsule frequently followed pro- 
longed ultraviolet irradiation. Deposition of an opaque plastic exudate of the 
capsule was confined to the irradiated area and simulated the clinical entity of 
zuckergussleber (sugar icing). The following studies were undertaken in order 
to develop an experimental method of producing local injury to the liver capsule 
and the lymphatics contained therein. 


MATERIALS AND METHODS USED 


Male rabbits, 4 to 6 months of age, were anesthetized with nembutal sodium 
and ether. The liver was exposed through a right subcostal incision and visceral 
contents were packed off with gauze. A selected area of the surface of the liver 
was irradiated for 10 minutes with ultraviolet (2537 A wavelength), originating 
6 cm. from the liver surface. The incision was closed and the animal sacrificed 
8 days subsequent to surgery. 


RESULTS 


This experimental method with modification was employed in 25 rabbits. 
Capsular fibrosis was classified as marked, moderate and mild. 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 

This study was done in the Experimental Laboratories of the Department of Biological 
Sciences of Loyola University of the South under grants from the Cancer Society of Greater 
New Orleans and Baton Rouge. 
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The standard experimental method described above was employed in 6 
animals with resultant marked fibrosis of the irradiated area of Glisson’s capsule 
but with no gross or microscopic involvement of the underlying parenchyma 
noted at sacrifice, 8 days after exposure. When the experimental method was 
modified and 4 animals were sacrificed 1 day after irradiation, rather than 8 days, 
no evidence of capsular fibrosis could be detected. When the experimental 
method was modified with the omission of ultraviolet light irradiation and ex- 
posure of the rabbit livers to daylight for 10 minutes, only mild capsular fibrosis 


SPECTROGRAM OF GLISSON'S CAPSULE 


ABSORPTION 


% 


WAVELENGTH wy 
Fig. 1 


was noted. Similar mild capsular fibrosis was noted in 1 rabbit exposed to infra- 
red light from a tungsten lamp (150 W), 62.5 cm. from the liver surface, and 
in 2 rabbits exposed to ultraviolet irradiation (3660 A wavelength). 


As irradiation other than ultraviolet produced mild fibrotic changes of the 
liver capsule, our attention was directed to heat and dehydration and possibly 
other factors as contributing causes. The standard experimental procedure was 
modified to provide a high humidity field by means of wet laparotomy packs 
and a saline spray over the operative area during irradiation. Under these condi- 
tions, 2 rabbits exposed to ultraviolet (2537 A wavelength) showed moderate 
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capsular fibrosis. One rabbit exposed to infrared light, 2 exposed to daylight 
and 2 exposed to ultraviolet (3660 A wavelength) showed no capsular fibrosis. 
Spectograms of the liver capsule from 3 different rabbits showed that at the 
2537 A wavelength approximately 80 per cent of the ultraviolet radiation was 
absorbed by Glisson’s capsule (Fig. 1). 


CoMMENT 


Shortwave ultraviolet irradiation of the rabbit liver in a dry field produces 
marked fibrosis of the liver capsule, limited to the irradiated area and not in- 
volving the adjacent liver parenchyma. The other sources of irradiation tested 
(daylight, infrared light and long wave ultraviolet light) resulted in similar but 
milder changes. The perihepatitis secondary to irradiation is lessened in a high 
humidity field, indicating that possibly thermal trauma and/or capsular dehydra- 
tion may be significant factors. As in the instance of skin exposure to ultraviolet 
light, the maximum effect is not noted for several days subsequent to exposure. 
As our spectograms showed that 80 per cent of short wave ultraviolet light is 
absorbed by the liver capsule, one would naturally expect the most severe 
fibrotic changes with this form of irradiation. 


This method of experimental liver injury is unique in that changes were 
confined largely to the capsule and the capsular lymphatics. This method makes 
possible the study of the liver changes in lymphatic obstruction for the reason 
that the bulk of hepatic and biliary lymphatics travel beneath the capsule and 
superficially in the hepatoduodenal ligament. The word, zuckergussleber, has 
been selected because of the sugar icing fibrotic plaques noted clinically in peri- 
hepatitis. In all probability exudation from the lymphatic vessels of Glisson’s 
capsule is related to a local congestion rather than a general hepatovenous 
congestion. 


The capsular fibrosis is essentially an exudative peritonitis. Exposure of 
other peritoneal areas to the same actinic and thermal trauma would probably 
result in similar findings. This experimental method may clarify one cause of 
postoperative abdominal adhesions. The effect of operating room illumination 
on exposed viscera may provide the abdominal surgeon with an answer to the 
cause of some postoperative complications. 


BIBLIOGRAPHY 
Nix, J. T.: Gallbladder and liver lymphatics—An experimental and clinical study. Am. J. 
astroenterol. 31:257-263, 1959. J 


Discussion 


Dr. Irving Young (Philadelphia, Pa.):—As a pathologist, I had thought that 
only pathologists were interested in this lesion. We are glad to be joined by 
Dr. Nix and the rabbits. This work certainly re-focuses light on a subject which 
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to us has usually been mainly of casual interest. We would recognize Zuckerguss 
either on the spleen or on the liver, sort of say, “Hello” to it, and then never 
pay too much attention to it. Dr. Nix’s paper opens up a host of questions in 
my mind and I am sure in everyone else’s. I would be very interested in know- 
ing what the sequential steps in the development of this lesion are. I gain the 
notion that, as you saw it, it was a plastic precipitate of rather acellular 
character. 


It is my understanding that, as we see it, as an incidental autopsy finding, 
it is a hyalin and somewhat fibrotic lesion, which means that something has 
happened in between. This plastic material, probably a derivative of the lymph, 
has gone on and has become converted or organized into a hyalinized cellular 
matrix. 


This raises another interesting question in that, having a tool for the stimu- 
lation and production of this material, one wonders what the role of the meso- 
thelium is. Mesothelium is an extremely perplexing tissue. It frequently simulates 
or mimics carcinoma when it is exceedingly stimulated and it may be that by 
Dr. Nix’s technic we may be able to stimulate mesothelium and learn a little 
bit more about its true character in the stimulated phase. 


I am also curious to know whether the people who have used ultraviolet 
lights in the operating room for purposes of cutting down infection have had 
any experience with a greater incidence of postoperative adhesions as a result 
of the use of this modality. 


Dr. J. T. Nix (New Orleans, La.):—I have seen no reports of similar fibrotic 
changes resulting from the use of ultraviolet light for operating room sterility. 
The group at Duke University has been using ultraviolet irradiation at surgery 
for well over 20 years, and have not reported similar findings. Our experi- 
mental studies, however, merely direct surgical attention to a possible relation- 
ship between light, heat and humidity of operating room as related to post- 
operative adhesions. The light and heat of the operating room is traumatic to 
abdominal viscera displaced from their normal environment. 


We are at present attempting to duplicate the studies on intestinal segments. 
The high content of fat in intestinal lymph and the lower content of protein 
might well influence resultant changes. Lymph flow from the intestines is spread 
diffusely through the mesentery rather than through a central channel like the 
gastrohepatic ligament. Naturally these observations are preliminary and cannot 
be transposed to other viscera or other species. 


CLINICAL USE OF CHOLOGRAFIN®* 


EDWIN M. COHN, M.D. 
Philadelphia, Pa. 


One of the outstanding contributions to the roentgenographic study of the 
biliary tract was introduced several years ago with the advent of a new radio- 
opaque substance, Cholografin. This new solution made it possible to visualize 
the common duct and other parts of the biliary tree when a gallbladder was 
intact or after it had been removed. Iodipamide, known commercially as Cholo- 
grafin, is a methylglucamine, is prepared as a colorless solution. Cholografin is 
isotonic, is administered intravenously, and under normal conditions is excreted 
promptly by the liver. About ten minutes after the completion of the injection, 
there will be sufficient opacification of the main biliary tree to identify the 
common duct and its subsidiary passages. The dye passes with bile into the 
intestinal tract and is excreted in the stool without traveling through the entero- 
hepatic circulation. Under normal liver conditions, a nephrogram will appear in 
about 10 per cent of the examinations and in the presence of liver disease, this 


figure will become increased. 


TECHNIC 


The most widely used and generally accepted technic begins by preparing 
the patient with a laxative, such as, compound licorice powder the night before 
the examination. This is followed by a saline enema the morning of the examina- 
tion. No food or liquid is permitted for a period of 12 hours prior to the sched- 
uled time of the study. As a precaution against allergic reactions a test dose of 
1 c.c. of Cholografin is given intravenously. If no evidence of sensitivity appears 
within 15 minutes, a total dose of 20 c.c. is injected very slowly over a period 
of ten minutes. The first film is obtained ten minutes after the completion of the 
injection. It is developed immediately and viewed while wet. The common duct 
often is visualized at this time. Thereafter, additional exposures are made at 
intervals of ten minutes up to 40 minutes, at which time the study of the com- 
mon duct should be completed. During the examination rotation of the patient 
may be required in the erect, recumbent, and lateral decubitus positions to 
separate interfering gas shadows and over-lying ribs from portions of the com- 
mon and hepatic ducts. Often the degree of opacification may be increased by 
the hypodermic injection of morphine sulfate which apparently exerts a spastic 
effect on the terminal segment of the common duct. Visualization will frequently 
be enhanced by the utilization of the planigraphic technic. When the gallbladder 
is intact, a cholecystogram, also, may be obtained by roentgenograms taken 
from one-half to two hours after the Cholografin has been injected. 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 
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APPLICATIONS 


The one outstanding contribution in the use of Cholografin is the ability 
to investigate the biliary tract after cholecystectomy has been performed. Much 
of the confusion regarding the postcholecystectomy syndrome, therefore, has 
been clarified to a large extent by certain positive findings in the biliary tract. 
As a result of this new addition to the diagnostic armamentarium of the biliary 
tree, it is now possible to eliminate additional operative intervention which 
ordinarily would have been intended solely to determine causes of symptoms 
which would appear to be due to residual disease of the biliary ductal system. 
Some of the abnormalities which have been detected as contributing to symp- 
toms after the removal of the gallbladder include residual calculi, postoperative 
ductal deformities, gallbladder remnants, a reformed gallbladder, cystic duct 
stumps, and common duct dilatation. 


By using Cholografin intravenously, several handicaps, imposed by the in- 
gestion of tablets which may occasionally interfere with successfully carrying 
out the roentgen examination of the biliary tree, may be avoided. By administer- 
ing Cholografin intravenously, the variable factor of intestinal absorption is 
eliminated. At the same time the interference in the normal passage of orally 
ingested tablets imposed by pyloric obstruction is circumvented. In the occa- 
sional instance in which some patients find great difficulty in swallowing tablets, 
the opacification of the gallbladder may be obtained, nevertheless, through the 
intravenous route. There have been occasions when the patency of the sphincter 
of Oddi has been demonstrated by the passage of Cholografin from the common 
duct into the intestinal tract. In a similar application some investigators have 
proven the functioning capacity of an end-to-end anastomoses of the common 
duct. 


As has been mentioned previously, one of the great advantages of Chologra- 
fin is the ability to outline radiographically the common duct in the presence 
of an intact gallbladder or even after the gallbladder has been removed. When 
it is known that a gallbladder has not been removed but cannot be visualized 
by the more conventional method, there is little, if any, interference in studying 
the common duct. In other words, just as the common duct may be opacified in 
the absence of a gallbladder, so may the biliary tract be demonstrated when a 
gallbladder is present but diseased, a diagnosis that had been reached by the 
mere fact that it had not been visualized roentgenographically. 


The diagnosis of biliary dyskinesia is usually made with difficulty. Chologra- 
fin has made it possible to demonstrate functional changes in the common duct 
of patients who have symptoms typical of biliary colic but in whom no organic 
abnormalities have been detected. Such a diagnosis, however, may be made by 
the use of Cholografin. With the administration of Cholografin followed by the 
injection of morphine, the size of the common duct has been shown to distend, 
at which time it is associated simultaneously with symptoms of biliary colic 
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pain. Following the use of nitroglycerine, the width of the common duct de- 
creases to its original normal size as the Cholografin is released from the common 
duct and is shown to pour into the intestinal tract. Such a demonstration will 
give reason to support the conclusion that such a clinical entity as biliary 
dyskinesia exists and can, under appropriate circumstances, be proven by a series 
of x-ray films prepared in sequence. 


As an additional advantage, fistulas have been able to be detected outside 
the confines of the normal anatomy of the biliary tract following the adminis- 
tration of Cholografin. 


When speed is necessary in obtaining roentgenograms of the biliary tract, 
Cholografin has proven to be of invaluable assistance. Outline of the ductal 
system has appeared 15 minutes following the intravenous injection, and a gall- 
bladder has been visualized within two hours. This is in contrast to the period 
of 12 hours required for a gallbladder to be visualized after the ingestion of dye 
tablets. The promptness in obtaining a report is of the essence in the presence 
of severe abdominal pain which represents an acute emergency. The ability to 
visualize the biliary tract very likely will preclude disease in the ductal system 
and eliminate one of the considerations in a differential diagnosis of abdominal 


symptoms. 


The effectiveness of Cholografin compared to oral methods for visualizing 
the biliary tract, including the gallbladder, has been studied. In one collected 
series, the gallbladder was visualized with Cholografin in 35 per cent of patients 
in whom poor visualization or no visualization resulted after the oral administra- 
tion of gallbladder tablets. It was interesting to observe that in about 64 per 
cent of cases in which the gallbladder was not visualized, good visualization of 
the ducts was demonstrated by Cholografin. Twelve patients were operated on 
whose gallbladder was not visualized but the common duct was opacified, and 
the cystic duct was found to be obstructed in ten. In another study of patients 
with symptoms of biliary tract disease, the gallbladder was visualized in 35 per 
cent of patients after the use of Telepaque®, and in 57 per cent of cases after 
Cholografin. Intravenous cholecystography, therefore, proved to be of greater 
value in cases in which gallbladder visualization was poor or absent after oral 
administration of the dye tablets. The latter method, however, as a routine 
measure retains the advantage of ease of administration and time-saving feature. 


Tumors of the biliary ductal system and of the head of the pancreas have 
been detected by intravenous cholangiography. A filling defect within the lumen 
of the duct must be considered in terms of neoplasm if calculi can be ruled out. 
The intimate relation of the common duct to the pancreas has provided a rather 
characteristic course of the common duct as it appears on film after the adminis- 
tration of Cholografin. The appearance of compression from extrinsic causes 
and/or deviation in the usual course of the common duct has been suggested 
as a pathognomonic sign of enlargement of the head of the pancreas. 
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As another opportunity to increase the accuracy of examination of the com- 
mon duct, Cholografin may be employed preoperatively to add to the diagnostic 
approaches for a more complete evaluation of this segment of the biliary tract 
which later may be supplemented by direct visualization and operative cholangi- 


ography. 
DISADVANTAGES 


Certain disadvantages have been recognized in the use of Cholografin. Com- 
pared with the ease of taking tablets by mouth, the intravenous administration 
of Cholografin presents a considerably greater problem. 


Cholografin has proven to be much more expensive than the gallbladder 
tablets. 


Because of the need of closer supervision in carrying out the examination 
following the administration of Cholografin, more attention and time is required 
for the procedure. 


Because of the lack of complete miscibility on occasions between Chologra- 
fin and the nonopaque bile, stratification has been detected on the x-ray films. 
This phenomenon may be a source of confusion because of the similar appear- 
ance to the layering effect of floating calculi. 


On occasions when the gallbladder has been reported as nonvisualizing 
following the administration of oral tablets, the application of Cholografin has 
resulted in the demonstration of a gallbladder. In many instances, however, the 
gallbladder may be visualized, but tiny stones may fail to appear because of the 
increased viscosity of the Cholografin solution which aids in concealing them. 


Many cases have been reported in which regurgitation of the Cholografin 
from the common duct into the duodenal bulb has simulated a gallbladder. This 
may be particularly confusing as well as lead to an erroneous diagnosis. 


LIMITATIONS 


Certain limitations have been recognized during the course of utilization 
of Cholografin. One of the more important limitations has been the inability 
to obtain satisfactory visualization of the biliary tract in the presence of jaundice. 
This handicap is particularly important since the cause of jaundice may be due 
to a disease process arising in the extrahepatic biliary tree. It must be under- 
stood, however, that the mere presence of jaundice at any and all levels does 
not necessarily preclude a visualized biliary tract and/or gallbladder. A serum 
bilirubin level above 5.0 mg. per 100 c.c. invariably will be associated with 
failure to outline the biliary ductal system by Cholografin. Roentgenograms will 
be obtainable in the presence of jaundice when the serum bilirubin level is 
below 5.0 mg. per cent, but certain qualifications are necessarily dependent upon 
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whether the jaundice is due to intrahepatic disease or to acute or chronic gall- 
bladder disease. 


Advanced liver damage without jaundice similarly will provide another 
limitation to a satisfactory x-ray examination of the biliary ductal system. The 
bromsulfalein test which has been accepted as a sensitive index of the degree 
of liver disease in the absence of jaundice does not provide a sharp line of de- 
marcation at which point one can predict whether visualization of the biliary 
tract will be successful. Invariably where a report of 40 per cent or more of 
bromsulfalein retention is made, there is very little likelihood that the biliary 
duct will be opacified. At the same time cases have been reported in which the 
bromsulfalein retention has been 6 per cent, and the roentgen examination was 
considered to be a complete failure. 


One of the other shortcomings of intravenous cholangiography is the failure 
to visualize cystic duct stumps following cholecystectomy when these stumps 
are obstructed by nonopaque calculi. 


There are instances, also, in which nonopaque calculi in the larger bile 
ducts have failed to be demonstrated by the intravenous administration of 
Cholografin. Opaque stones, on the other hand, less than 1 cm. in diameter have 
often remained undetected. 


One of the very important areas in biliary tract, namely, the terminal portion 


of the common duct, has unfortunately continued to be a blind spot which has 
resisted satisfactory opacification for adequate diagnostic purposes. 


EVALUATION 


In a study of more than 100 cholecystectomized patients in whom an intra- 
venous cholangiogram had been performed to confirm or exclude clinically sug- 
gested pathologic changes in the biliary tree, a positive or confirmatory diagnosis 
was made in 47 per cent; was essential in making a diagnosis in 15 per cent; 
failed to visualize the biliary tract in 14 per cent; was of equivocal value in 14 
per cent; and proved to be erroneous in 7 per cent. If statistics were to be com- 
piled after eliminating patients with jaundice or recognized liver damage which 
might be expected to interfere with adequate visualization of the biliary tree, 
the accuracy of useful cholangiography in demonstrating or excluding disease of 
the bile duct in the postcholecystectomized patient has been reported to be 86 
per cent. In regard to the efficacy of detecting stones, the visualized intravenous 
cholangiograms reported stones in 50 per cent of cholecystectomized patients 
who were re-explored because of suspected residual common duct stone which 
was proven at operation. 


One of the findings which has evolved since the introduction of intravenous 
cholangiography and has brought a considerable amount of speculation as to its 
meaning is the size of the common duct. In the cholecystectomized patient, one 
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report considers a common duct larger than 7 mm. to be dilated, while another 
author found the average size of the duct in the absence of disease to be 10 mm. 
No constant relationship could be recognized between the size of the common 
duct and the time elapsed since cholecystectomy. On the basis of size, therefore, 
obstruction of the common duct whose width is less than 8 mm. is extremely 
unlikely. Since 57 per cent of visualized common ducts studied in the chole- 
cystectomized patients were found to measure between 8 and 15 mm., the size 
of the common duct in this group was considered not to be significant in deter- 
mining the presence or absence of obstruction. When, however, the common 
duct was found to have a width of 15-30 mm., partial obstruction was likely to 
exist. According to one study regarding this width of common duct, stones were 
found in 9 out of 10 patients. 


In another study the diameter of the common bile ducts of almost 100 
patients without stones or any other obstruction ranged from 4-17 mm., the 
average diameter being 8.85 mm. It was considered possible that a stone had 
been present in some of these patients and that it had passed previous to opera- 
tion, but there was no history or clinical suggestion that such was the case. In 
11 cases in which stones were present in the common bile duct, the diameter of 
the duct ranged from 7-17 mm. The average diameter was 10.9 mm. or approxi- 
mately 2 mm. larger than the average diameter of those ducts without stones. 
Some bile ducts not containing stones were as large as any that did contain 
stones. Even more significant is the fact that of 11 common bile ducts which 
contained stones, 8 were not large but were between 7 and 11 mm. in diameter. 
It was concluded, therefore, that the diameter alone is not a reliable sign as 
to whether or not the common bile duct contains stones. 


In addition to the size of the common duct, other criteria have been con- 
sidered for evaluating the intravenous cholangiogram. One of the criteria is the 
time-density factor which depends on a comparison of the degree of ductal 
opacity measured every 15 minutes for 120 minutes after the administration of 
Cholografin. If the common duct is partially obstructed at its distal ends, the 
density of the dye at the end of 120 minutes will not be significantly less than 
the density at 60 minutes. At this time it might be well to point out that the 
need for morphine which was recommended previously as part of the technic to 
increase the degree of opacification of the common duct be re-evaluated. The 
administration of morphine would destroy the concept of time-density relation- 
ship by creating a pharmacologic obstruction. 


The anticipated efficacy in obtaining satisfactory visualization of the biliary 
tree has proven quite variable. Some reports would indicate that better results 
are obtained in patients who have undergone cholecystectomy, while others have 
produced findings which are contrary, pointing out that a higher incidence of 
diagnostically accepted examinations are to be found in individuals who have 
an intact gallbladder. One author has offered the opinion that in only about 
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two-thirds of the intravenous cholangiograms is the visualization of the ducts of 
sufficient clarity to exclude the presence of duct stones with reasonable cer- 
tainty. The reasons for poor visualization are many, and there is no uniform 
explanation. They may include jaundice of any cause; inflammatory reaction 
within the biliary tree following disease, such as, cholecystitis, pancreatitis, or 
cholangitis; hepatocellular dysfunction; obesity; and technical reasons. 


It might be appropriate to emphasize at this point that the criteria by which 
a study can be considered diagnostic depends on definition, with particular 
regard to intensity of opacification, completeness of filling of the common duct, 
avoidance of intestinal gas shadows, etc. The mere recognition of the presence 
of a common duct should not be accepted as providing the necessary informa- 
tion upon which a conclusion can be rendered as to the presence or absence of 
common duct abnormality. Obviously, statistics to measure the accuracy of non- 
operative cholangiographic studies will depend upon the quality of each exami- 
nation, which, in turn, is dependent upon the diligence and meticulousness of 
the radiologist. 


Some authors believe that although the most obvious use of this procedure 
was in the visualization of the common duct calculi, it became quite apparent 
that determination of the presence or absence of partial obstruction of the com- 
mon duct was of considerably more importance. This was borne out by the fact 
that in only 50 per cent of the cases of common duct calculi were they actually 


demonstrated by the cholangiogram. 


Following a more recent study in a group of 55 cases, however, the common 
duct was reported to b~ normal following the administration of Cholografin, but 
stones were found in 20 per cent by common duct exploration. On the other 
hand, by intravenous cholangiography, choledocholithiasis was reported in 18 
patients. After common duct exploration, stones were found in 13 patients or 
72 per cent. 


How much of a contribution Cholografin has made in the study of disease 
of the biliary tract is difficult to appraise by cold statistical data. Nevertheless, 
at the conclusion of an appreciably large series of cases, one group of investi- 
gators estimated that in about 18 per cent of cases, intravenous cholangiography 
alone was responsible for establishing a diagnosis. Without undue optimism an 
even greater percentage of cases may be expected to be correctly diagnosed 
through the aid rendered by Cholografin with improvement in technic, the mate- 
rial employed, greater knowledge of hepatobiliary physiology in relation to the 
contrast media, together with a fuller understanding of the clinical applicability 
of the test. As is true in the use of any laboratory procedure, the interpretation 
of the findings in the biliary tree obtained through Cholografin is to be evaluated 
in conjugation with an over all clinical impression that has been developed by 
virtue of a conventional but, complete history, physical examination, and other 
appropriate studies. 


COMPLETE SMALL INTESTINAL OBSTRUCTION 
IN THE ABSENCE OF POSITIVE ROENTGEN FINDINGS* 


JERRY ZASLOW, M.D.t 
JAY H. PORTNER, M.D.+ 
ERWIN A. COHEN, M.D.t 
and 
VICTOR KREMENS, M.D.} 
Philadelphia, Pa. 


Small intestinal obstruction is a medical condition requiring early diagnosis 
and treatment. The more complete the obstruction, the more urgent the need 
for immediate therapy. 


While the history and physical examination will usually suggest the diag- 
nosis, as clinicians, we have become more dependent upon the roentgen exami- 
nation of the abdomen to help us establish a definite diagnosis and to aid us in 
the management of this condition. A roentgen examination showing the presence 
of small intestinal loops dilated with air and fluid levels is suggestive of ileus, 
either mechanical or paralytic. In reviewing all the data at hand, we then arrive 
at our opinion as to the cause of the dilated loops of bowel, and institute the 
necessary therapy. On the other hand, a history and physical examination may 
strongly suggest intestinal obstruction, but the roentgen examination of the 
abdomen may reveal no obvious abnormality of the small bowel pattern. Under 
these circumstances, the problem becomes more complex as to the nature of the 
condition from which the patient suffers and as to the type of therapy to institute. 


Under what condition will a roentgen examination of the abdomen fail to 
show dilated loops of small intestine in the presence of mechanical intestinal 
obstruction? This occurs when there is an absence of air in the small intestinal 
loops. It is present under the following circumstances: first, when the obstruc- 
tion is too early for the condition to develop to a point where distention with 
air occurs; second, because not sufficient enough air has been swallowed and 
retained to produce the roentgen findings considered diagnostic of small bowel 
obstruction (high obstructions); third, because of a closed-loop obstruction 
whereby air cannot enter the trapped loop. In either of these situations, we must 
rely entirely on our clinical judgment and recognize the fact that the roentgen 
examination is only one other aid in establishing a diagnosis. 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 
Surgeon, Albert Einstein Medical Center & Rolling Hill Hospital. 


t 
}Radiologist, Rolling Hill Hospital. 
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Over the past few years, we have had nine patients with complete small 
bowel obstruction in whom roentgen examinations were not helpful in establish- 
ing the true diagnosis. In three of these cases some of the bowel was gangrenous, 
requiring resection. A brief review of these cases follows: 


Case 1:—Mrs. B., a 37-year old white female was well until six hours prior 
to admission to the hospital, when she complained of an intermittent crampy 
pain in the midabdomen, associated with nausea and vomiting. Flatus was 
passed by rectum until two hours before admission. She had had an appendec- 
tomy for ruptured appendicitis several years previously. The temperature was 
100° F. The pulse rate was 100 per minute, and respiratory rate was 20 per 
minute. Examination of the abdomen revealed a deformed right lower quadrant 
scar, slight abdominal distention, tenderness in the region of the scar and around 
the umbilicus, and hyperactive peristalsis. The leucocyte count was 16,000 
cells/cu. mm., of which 83 per cent were polymorphonuclears. Roentgen exami- 
nation of the abdomen was reported as showing no abnormality. In view of the 
abdominal tenderness and the leucocytosis, operation was performed. A com- 
plete obstruction of the distal ileum due to adhesions producing a closed-loop 
obstruction and gangrene of 15 cm. of small bowel was encountered. The closed- 
loop of ileum was markedly distended with fluid. Proximal bowel was of normal 
caliber. Resection of the gangrenous bowel was performed, and the adhesions 
were lysed. The postoperative course was uneventful. 


Case 2:—Mr. J. L., a 78-year old white male in otherwise good health, was 
admitted to the hospital with a history of diffuse abdominal crampy pain, nausea, 
and vomiting of 36 hours’ duration. The past medical history was essentially 
normal. Physical examination revealed a moderately distended, but not tym- 
panitic abdomen, hyperperistalsis, marked tenderness in the right lower quad- 
rant, and a leucocytosis. A roentgen examination of the abdomen was reported 
as showing no abnormalities. A tentative diagnosis of either appendicitis or per- 
forating lesion of the cecum was made, and an operation was performed. Upon 
entering the abdominal cavity, much clear fluid was encountered. There was 
marked distention of the distal half of the small bowel. This was due to an 
internal hernia in the right iliac fossa area. The loops of bowel were removed 
from the sac. The sac was then obliterated by concentric suturing. In order to 
decompress the bowel, an ileotomy was performed and the distended loops were 
emptied of large quantities of fluid. There was a remarkable absence of intra- 
luminal gas. The postoperative course was entirely uneventful. 


Case 3:—Mrs. F. F. H., a 47-year old white female, was admitted to the 
hospital with a 12-hour history of severe, colicky, periumbilical pain, nausea, 
and vomiting. A hysterectomy and appendectomy had been previously per- 
formed. Upon physical examination the abdomen was obese, but not obviously 
distended. There were hyperactive peristalsis and marked tenderness just below 
the umbilicus. The leucocyte count was 16,400 of which 94 per cent of the cells 
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were polymorphonuclears. A roentgen examination of the abdomen showed no 
gross abnormalities. Operation was performed because of the marked tenderness 
and leucocytosis. At operation an acutely inflamed Meckel’s diverticulum pro- 
ducing total obstruction of the small bowel at that point was encountered. The 
bowel proximal to this point was markedly distended with fluid, but contained 
very little gas. The involved area was resected and an end-to-end anastomosis 
performed. The postoperative course again was uneventful. 


In the remaining cases in this series, the stories were similar to those de- 
scribed. In all patients a roentgen examination of the abdomen was taken be- 
cause of suspected small bowel obstruction, and in each the roentgenologist 
reported that the abdomen was normal. The indications for operation in each 
of the patients was the presence of marked abdominal tenderness with or with- 
out rigidity. At operation complete small intestinal obstruction was found to be 
present, the bowel being distended with fluid, but containing very little gas. 


CONCLUSION 


Although the roentgen examination of the abdomen may not show any gross 
abnormalities, complete small intestinal obstruction, with or without gangrene 
of bowel, may be present. 


DIscussION 


Dr. Simon Berger (Philadelphia, Pa.):—Dr. Zaslow and his group do well by 
emphasizing a medical dictum that any laboratory finding is only an aid and 
never the complete means of making a diagnosis. This is especially true in the 
evaluation and differentiation of reflex in mechanical ileus. Those of us who live 
in the realm of black and white shadows have a tendency to use neat little 
diagnostic compartments so that it is rather easy to become dogmatic about 
this, but blessed be those, or at least the clinicians, who accept us for what we 
really are; namely, merely an aide. 


Actually, the correlation of the different patterns in flat film examinations 
and the surgical finding is at least 90 per cent accurate. This is especially true 
if the examination is repeated in four to six hours in doubtful cases. 


Unfortunately, for the radiologist, however, in these cases described, the 
relative mobility as well as the ease that its liquid content may bypass a par- 
tially obstructed lesion contributes to confusing or inadequate findings. There 
is much, however, that a radiologist can do to improve the accuracy of his 
investigation if he is apprised beforehand of the discrepancy of the apparent 
x-ray findings and the more disconcerting physical and clinical impressions. If 
the latter are not so alarming as to make operative intervention immediately 
advisable, then investigation by contrast visualization of the intestinal tract 
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should be considered. Needless to state, one must exclude any obstructive large 
bowel process prior to the definitive small bowel investigation. 


Since many of these patients have already been intubated, investigation by 
small bowel in them is very easily performed. It is our feeling that there is no 
contraindication to the judicious use of a thin barium suspension for this pur- 
pose, because the fluid content of the small bowel makes an inspissation un- 
likely. We also believe that liquid barium tends to more nearly approach the 
consistency of intestinal content and does not give false negative studies. As you 
are all aware, however, there has been a shift to the use of water-soluble 
iodinated preparations under the headings of gastrografin and oral Hypaque 
for this type of investigation. Actually we have been rather disappointed in 
these materials in incompletely obstructing processes and, more often than not, 
would have to conclude that the degree of obstruction is quite minimal, if 
present at all, and thereby find ourselves in rather striking conflict to the more 
evident clinical picture. 

I would like to illustrate a few instances where Gastrografin or oral 
Hypaque have been used in this evaluation of clinically suspected obstructive 
problems and where our conclusions were rather misleading more than in- 
formative. 


(Slide) This, actually, is a three- or four-week old infant with typical pro- 
jectile vomiting, no mass palpable, and the diagnosis of hypertrophic pyloric 
stenosis being considered. There are two studies here. In your left upper quad- 
rant is a group of serialograms with Gastrografin showing the typically elongated 
pylorus and making the diagnosis of hypertrophic pylorus evident, but in a 
film taken within a half hour there was almost 60 per cent gastric emptying 
with the intestinal tract and actually the colon also being outlined by Gastro- 
grafin. 


The next morning, because of this discrepancy, and more for our own 
purpose, we repeated the examination using a thin barium mixture and again, 
of course, the elongated pylorus is identified for you in the right upper quadrant, 
but in the right lower quadrant you can see what happened after a two-hour 
film, there being practically no gastric emptying. This more closely fits in with 
the evident clinical background. 


(Slide) This is a 15-year old youngster, postileo-transverse colostomy for a 
regional enteritis, who developed colicky abdominal pain which was felt to be 
due to mechanical small bowel obstruction. She had been previously intubated 
and it was easy to go ahead and introduce in this instance oral Hypaque. Within 
15 minutes the material had outlined the small bowel, which appears to be 
slightly dilated, and, actually, which information was already present in the 
flat film, but had also entered the right colon. Because of the clinical problem, 
however, this youngster was operated the next day and had practically a com- 
plete adhesive band in the midileum which was amenable to surgical procedure. 
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(Slide) This is an individual with an ovarian malignancy who critically 
was having small bowel mechanical obstruction. She was not intubated at this 
time and we gave her the oral Hypaque to drink. You can see the stomach 
containing the material in the left upper part of the film. Also, within a half 
hour, the material had gone through the pylorus into the small bowel and into 
the right colon which is well identified. This patient, however, was evidently 
obstructed clinically, she was not operated, but the next day was intubated and 
treated with cobalt therapy and we were quite certain had mechanical obstruc- 
tion, but were again misled by this type of finding. 


(Slide) This is an individual also with an ovarian malignancy, a flat film 
showing typical small bowel loops moderately dilated and a Gastrografin small 
bowel enema being performed again at the end of 15 minutes shows the loops 
of small bowel outlined but an amount of the material in the right colon. 
Because of this finding, plus this examination as well as her clinical picture, 
she was now operated upon, she died about a week later. At postmortem 
the pathologist was most impressed with three definite adhesive loops causing 
practically complete obstruction which could have been amenable to surgery. 
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DEFINITION AND INTRODUCTION 


Diffuse familial polyposis of the colon (multiple polypoid disease, diffuse 
polypoid disease, polypoidosis, multiple adenomatosis, multiple polyposis of the 
colon) is an uncommon heredofamilial disease*. It is transmitted by and to 
both males and females as a mendelian dominant characteristic. 


We hope with our case report and brief review of the literature to alert all 
physicians to consider diffuse familial polyposis and to routinely do proctosig- 
moidoscopic examinations on all new patients regardless of the history or 
physical findings. 


Case REPORT 


Mrs. L. H., 54 years of age, was referred to our service on 5 June 1956. 
Although she had been examined repeatedly in the past, her physicians had 
never proctoscoped her or done colon studies as she had no gastrointestinal 
complaints. She had noted mild mixed rectal bleeding for several years. The 
discharge was occasionally bright red but often dark red in color. Recently she 
had severe lower abdominal cramps with three loose stools daily. 


Family history:—An only son, age 34, was found by the United States Navy 
to have “colon trouble” at age 22. In November, 1945, at age 22, he had a colec- 
tomy and ileoproctostomy with a diagnosis of familial polyposis of the colon. 
He now reports periodically to a local physician for polyp fulguration of the 
rectal segment and is considering total colectomy and posterior resection of the 
rectum. The patient's mother died at age 70 of a stroke, and the father was 
killed in an accident at age 48. One brother, age 48, is living and well. The 
paternal grandfather died at age 80 of a broken hip, and the grandmother died 
at age 100. The maternal grandfather died at age 70 of typhoid fever. The 
maternal grandmother died at age 99 when a tree fell on her! Aunts, uncles and 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 
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cousins—no relatives have had colon problems. The husband, age 58, is living 
and well; and normal proctoscopic examinations have been done. 


The patient had adenocarcinoma of the cervix in 1953 with panhysterec- 
tomy, bilateral salpingo-oophorectomy and excision of a cervical polyp. 


Complete physical examination by the senior author on 6 June 1956 was 
normal except that digital rectal exam revealed blood on the examining finger. 


Proctosigmoidoscopic examination to a distance ox 25 cm. showed numerous 
adenomatous polyps, small and large, sessile and pedunculated, varying from 
3 mm. to 14 cm. Multiple biopsies showed multiple pedunculated papillary ade- 
nomas with atypia and loci of adenocarcinoma. On 11 July 1956 a sessile, villous 
adenoma was excised from the lower rectum surgically. 


Fluoroscopic and film examination with double contrast air barium study 
of the colon confirmed multiple small polyps in the distal descending and sig- 
moid colon and scattered throughout the descending and transverse colon to 
the ascending colon, many tiny 2-3 mm.-sized polyps, there being 15-20 in closely 
spaced groups. 


On 21 August 1956 abdominal exploration showed a scirrhous lesion in the 
midsigmoid partially obstructing. A subtotal colectomy and ileosigmoidostomy 
were done. 


Gross pathology:—The cecum and ascending colon contain a great number 
of small sessile tan-red polyps and mucosal thickenings varying from 2 to 8 mm. 
in diameter and measuring up to 2 mm. in thickness. These become less frequent 
as the hepatic flexure is approached. In addition, the sigmoid has an annular 
neoplasm 5 cm. x 4 cm. with numerous sessile and pedunculated polyps 4-6 mm. 
in diameter in the sigmoid. 


Microscopic diagnosis:—Multiple polyposis of the colon, adenocarcinoma of 
the sigmoid, Broders’ grade 2, Dukes’ classification C. Of the 30 nodes in the 
sigmoid colon, only one showed metastatic carcinoma. None of the many polyps 
sectioned showed carcinoma. 


The patient made an uneventful recovery from surgery. Follow-up procto- 
scopic examination on 6 November 1956 showed one small polyp at anastomosis 
that was fulgurated. On 14 February 1957 two 2 mm. rectal polyps were fulgu- 
rated at 5 inches. On 8 June 1957 she complained of dark red rectal bleeding, 
and one small polyp at 4% inches was fulgurated. On 8 November 1957 she 
complained of passing dark red blood mixed with the stool. She was procto- 
scoped to 8 inches through the line of the anastomosis. There was no recurrence 
above this point. In the area of the previous villous adenoma excision, however, 
2 inches above the anorectal margin, biopsy showed anaplastic infiltrating 
adenocarcinoma of the rectum. 
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On 20 November 1957 an abdominoperineal resection with excision of a 
segment of the posterior vaginal wall and permanent ileostomy was done. 


Microscopic diagnosis:—Moderately anaplastic infiltrating adenocarcinoma 
of the rectum superior to the dentate line with 3 of 21 lymph nodes showing 
metastasis. 


The patient has made an excellent recovery and is clinically well. She feels 
fine, has no complaints and changes her ileostomy bag once daily. 


HisTORICAL APPROACH AND INCIDENCE 


Familial polyposis of the colon is uncommon, and the number of cases seen 
by a gastroenterologist in his lifetime is small*. Mayo and Wakefield* found 4 
per cent of patients with rectal polyps, and of these only 0.04 per cent had 
familial polyposis, at Mayo Clinic. 


To Manzel goes the credit of first describing familial polyposis in 1721*. 
The first recorded case was described in 1861 by Luschka®. In 1863 Virchow 
described the pathology of the disease®. In 1882 Cripps’ demonstrated the 
familial course of the disease in a brother and sister to the London Pathological 
Society. In 1890 Handford® described malignant degeneration of the polyps in 
the demise of a 30-year old female of cancer of the colon in a previous benign 
polyposis. In 1900 Lilienthal successfully did a subtotal colectomy and ileosig- 
moidostomy for familial polyposis*. Black and Hansbro’® reported 41 cases from 
1939 to 1949. In 1948 Slaughter and Hoxworth" found that since 1930 only 28 
cases had been reported by American surgeons with total or subtotal colectomy 
for polyposis, and they added 7 more. Dye, Olander, Munroe and Olwen added 
11 cases surgically treated from 1941 to 1950°. Jones” in 1948 described 22 cases, 
7 undergoing total or subtotal colectomy. Cattell in 1948 reported on 18 patients 
similarly treated"*. MacKenney™ has traced polyposis in three generations. In 
1952 Schaffer reviewed the world literature on familial polyposis, reporting 311 
cases with 4 of his own. Zahlmann" traced a family, the mother bearing 2 nor- 
mal offspring with her first spouse while 4 children with her second husband 
with congenital polyposis all developed polyposis. Turner reported a large family 
with polyposis—152 members in 5 generations". 


These cases have outlined the familial tendency of familial polyposis and 
its tendency to cause malignancy of the rectum and colon". 


ETIOLOGY 


The exact etiology factors in familial polyposis are not apparent"®. Le Fevre 
and Jaques found polyposis in a 4-month old baby”. It has been observed also 
in children 2 years of age’*. Other observers have stated”! that examinations of 
patients 30 years of age or older have been normal but that repeat colon studies 
years later showed typical evidence of multiple polyposis. Polyposis, although 
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hereditary, is not congenital as polyps are not present at birth. Usually the 
polyps occur at puberty’*. 


Polyposis begins with a change or mutation in the genes of a person who 
does not have polyposis’*. He passes the mutant gene to descendants. It is trans- 
mitted to oncoming generations as a heterozygous dominant mendelian trait*. 
It is attributed to inheritance of the dominant gene. Fifty per cent of the off- 
spring from the mating of a heterozygous individual carry the gene, and a 


normal homozygous recessive individual can theoretically have polyposis. 


Gene mutation is transmitted as a mendelian positive likely to show in each 
generation”. If recessive, it becomes apparent when both mates have the ab- 
normal gene. This can occur only after several generations, and the hereditary 
factor can be overlooked. 


Reed and Neel”* have shown in genetic tests with familial polyposis that 
the minimum frequency at birth of patients with the gene for familial polyposis 
is 1 in 8,300 births. 


Acer, SEx AND Famity History 


Dukes" states that familial polyposis has its onset of symptoms at 21 years 
of age, diagnosis at age 29, malignancy of the colon found at 34 years, death at 


the average age of 41.6 years. The average age in the University of Michigan 
series'* at the time of diagnosis was 33.7 years. There were 39 males and 24 
females in the group. 


Flotte’® found that 54 per cent of polyposis patients had relatives in one or 
more generations with familial polyposis. In addition, 12.7 per cent had a sug- 
gestive familial incidence and 33.4 per cent had no family history of polyposis. 
The average age of Flotte’s series with a positive family history of polyposis 


was 30 years. 


The Mayo Clinic’ reported 95 cases of familial polyposis with 52 males and 
43 females, the ages ranging from 3 to 56 years. By the time the diagnosis was 
evident at the Mayo Clinic, 36 patients were in the third decade of life and 37 
in the fourth decade. Seventy-three patients (77 per cent) were between 20 and 
39 years of age. Six patients were over 50, and all 95 were Caucasians. 


SYMPTOMATOLOGY 


Many have studied the symptoms of polyposis in large series**. Symptoms 
often are absent, and the beginning of the disease can be silent until too late. 
Authors have repeatedly reported’! that cancer can be present before the patient 
comes for therapy. Diarrhea, blood in the stool contents’ and occasional loose 
stools over many months have been reported. Fatigue, weight loss and anorexia 
have been described. Yet all these symptoms are nonspecific and could be seen 
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in other colon lesions as well as in familial polyposis. Charles Mayo’ concludes 
that diffuse polyposis can be present for many years as a silent process, or the 
symptoms can be masked until colon malignancy is far advanced. Only a high 
index of suspicion in all vague gastrointestinal complaints should be entertained 
and appropriate studies carried out by the clinician. 


Mayo and Wakefield* write that polyposis may be alarming in 4 ways: 
1. bleeding, 2. obstruction, 3. intussusception, 4. malignancy. 


PuysicAL FINDINGS 


In many series' other than rectal examinations, physical findings are normal 
except when carcinoma occurs with its usual cachexia. In 52 of 87 cases at the 
Mayo Clinic, rectal examination suggested a diagnosis of polyposis or malig- 
nancy. 


PROCTOSIGMOIDOSCOPIC EXAMINATION 


All physicians today realize that no physical examination is complete with- 
out proctosigmoidoscopic examination. The obvious necessity of skillful procto- 
sigmoidoscopic examination in familial polyposis is apparent to us all. Most 
proctologists! describe 2 chief types of diffuse polypoid pathology: 1. sessile or 
pedunculated polyps, discrete with normal mucosa between, 2. diffuse hyper- 
plastic involvement of the mucous membrane with associated polyps”. 


ROENTGENOLOGIC EXAMINATION 


Fluoroscopic examination demonstrates polyposis quite well, and the double 
contrast method of Fischer®* and Weber’ is excellent for confirmation. 


It is best to utilize rectal examination, proctosigmoidoscopic examination 
with biopsy, barium enema and barium enema double contrast x-rays. The air- 
injection postevacuation x-rays are most significant as they demonstrate the 
rectal lining loaded with polyps and show the extent of the lesions. 


CLASSIFICATION 


The Erdmann and Morris” classification is well known. These authors divide 
colon polyps into two types: 1. adult or acquired, single or multiple type, 2. con- 
genital or adolescent type. Bargen and Wesson” list: 1. true polyps, 2. post- 
inflammatory polyps. Thus we have two types of colon polyps. 


PATHOLOGY 


“A polyp or polypus is a smooth and pedunculated growth arising from a 
mucous surface. The word has its origin in the Greek adjective ‘polus’ meaning 
many and ‘pous’ meaning foot”®. 
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The ployps are true polyps or adenomas, each being a stalk from submucus, 
fibrous tissue and covered with epithelium continuous with the gut’*. They 
result’® from excessive proliferation of intraluminal masses. They can be 
pedunculated, villous or sessile. Initially, increased glandular proliferation with 
round cell infiltration occurs; then submucosal connective tissue creates a central 
core of proliferation. Simultaneously columnar epithelial cells and acini spread, 
cells expand and colloid degeneration occurs. Malignancy supervenes with 
mitosis, and adenocarcinoma develops. 


These polyps show marked diameter variation, may be sessile or peduncu- 
lated and are often found in greatest numbers in the sigmoid, splenic and hepatic 
flexures. It is often difficult to find normal mucosa between the polyps". 


Heden™ and Cattell* state that Ewing said, “Nowhere else can the change 
from normal mucosa to inflammation, gland cell hypertrophy, adenoma and 
adenocarcinoma be so clearly demonstrated as in multiple polyposis of the 
colon.” 


The relationship to carcinoma is inevitable, and thus the basis for surgery in 
multiple polyposis. Mayo’ says, “The malignant potentialities of each polyp 
when multiplied by myriads of polyps present make this disease the most 


dangerous precursor of malignancy known.” 


PROGNOSIS 


Pugh and Nesselrod say that all cases become malignant in time*. In the 
University of Michigan series", in the past 20 years 40 patients with familial 
polyposis had a colectomy. Twenty or 50 per cent had malignancy of the colon. 


Because of the familial tendency and great chance for eventual malignancy, 
it is clear that all in a family should be given complete and repeated colon 
studies before discharge. 


TREATMENT 


The treatment of diffuse familial polyposis is necessarily surgical with re- 
moval of the affected colon’®. Patients with this disease will die of malignancy 
of the colon early in life, so the pathological tissue should be excised before 
cancer has occurred**. The central point of dispute is whether the danger of 
eventual carcinoma in the remaining rectal segment is serious enough for com- 
plete colectomy’. Many surgeons! agree that subtotal colectomy with 
maintenance of the rectal segment is desirable. Ileoproctostomy allows control of 
the remaining rectal polyps with fulguration, especially’***™ if a few adenomas 
remain in the rectum or if biopsy shows juvenile adenomas™. A lifetime follow-up 
is essential to excise polyps as they grow and to prevent or resect early for 
malignancy”. Mayo! feels that a grateful patient will be one with an intact 
rectum, if at all possible, with normal stools and toilet habits. He feels that the 
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risk of cancer is lessened with periodic proctoscopic examinations and that the 
danger is worth an intact rectal sphincter. If ileorectosigmoidostomy is done, 
the patient must be seen every 3 months, or sooner, for life, with a careful 
search for polyps; and of course the complete and full cooperation and under- 
standing of the patient is necessary’*. After 9-12 months, the patient can eat all 
foods with 2-4 formed stools daily’. 


Single stage subtotal colectomy'*° with end-to-end ileosigmoidostomy is 
done after preliminary removal of all polyps in the rectum. A small section of 
terminal ileum is excised“ leaving no more than 15 cm. of rectum, allowing 
proctoscopic access to the remaining rectum; and the risk of cancer is less in a 
short rectal stump*. An end-to-end anastomosis is done to avoid a blind pouch’. 


If, for some reason, the patient cannot cooperate or does not have the 
necessary knowledge, an ileoproctostomy should not be done*. Before an attempt 
to salvage the rectum, biopsy is done to be sure the original adenomas are 
benign’. 

Of recent interest™.**> is the knowledge that adenomas may disappear 
from the rectal stump or become less numerous after subtotal colectomy 
with ileosigmoidostomy. Turnbull** and Holden and Cole* have agreed on this 
finding. Turnbull®* feels that the disappearance of the adenomas spontaneously 


necessitates one-stage subtotal colectomy with the rectal anastomosis, with 
preservation of the rectum. 


Holden and Cole*’ attempt to explain the disappearance of rectal polyps 
postsurgical in one of three ways: 1. the diversion of ileac secretions directly 
into the rectum, 2. removal of most of the diseased bowel, 3. reduction of the 
blood supply to the rectal segment. In addition, they found a reduction in the 
number of Feulgen—positive cytoplasmic inclusion bodies—in the disappearance 
of adenomas, and a belief that nuclear deoxyribonucleic acid is reduced. 


When there appears hyperplasia, marked involvement”, or a malignancy 
in the remaining 20 cm. of the colon, total colectomy with permanent ileostomy 
must be done’. 


The second main surgical solution to multiple polyposis is complete colec- 
tomy with a permanent ileostomy with sacrifice of the remaining rectal seg- 
ment*, Ravitch and Sabiston have seen many patients die of carcinoma in the 
rectal segment and feel the only safe therapy is complete removal of all abnormal 
colon—total colectomy. In the Michigan series"*, rectal cancer later occurred in 
16 per cent of patients with subtotal colectomy. Hoxworth and Slaughter" 
reviewed resections for familial polyposis since 1930 in which the rectal segment 
was retained after colectomy with fulguration of polyps. Death from carcinoma 
of the remaining segment occurred in 25 per cent in 1-6 years and thus remains 
a good argument for complete colectomy and permanent ileostomy with many 
surgeons”, 
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SUMMARY AND CONCLUSIONS 


The subject of diffuse familial polyposis of the colon has been reviewed. 
It is an uncommon heredofamilial disease, transmitted by and to males and 
females as a mendelian dominant characteristic. Usually, hundreds of polyps 
occur at puberty, originally benign; but the eventual transition to malignancy is 
so common that polyposis is always a malignant disease. It is most important 
that all family relatives be examined thoroughly and repeatedly. 


Bloody stools and diarrhea are sometimes observed, but the disease may 
be silent and asymptomatic. 


Proctosigmoidoscopic examinations and x-rays of the colon with double con- 
trast methods are necesary for confirmation of the diagnosis, with surgical biopsy 
of the polyps. 


Most sufferers with untreated familial polyposis will have inoperable cancer 
of the colon or will be dead at 50 without surgery. Subtotal colectomy and 
ileoproctostomy with periodic and careful fulguration of recurring adenomas in 
the remaining rectal stump offer relative safety and preservation of normal 
bowel habits in most patients with diffuse familial polyposis. 


Marked involvement of the rectum or an uncooperative patient can be a 
reason for complete colectomy and permanent ileostomy. 
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Discussion 


Dr. Robert T. McCarty (Milwaukee, Wisc.):—I feel privileged to discuss this 
paper. I have been very interested in this disease for the last 15 years, and I have 
had the opportunity of studying four different families in Milwaukee. Of these 
four families of 60 people, 50 per cent showed evidence of this disease. Though 
the disease is very uncommon as has been pointed out in this paper, it still is com- 
mon enough that we always have to be on the alert because of the tragedy of 
the disease. Those who are not treated are going to develop cancer and die at 
a rather early age. The studies that have been made in regard to this problem 
have shown, and it is definitely proved, that 50 per cent of the offspring are 
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going to develop this disease. It has also shown that the rectum is always in- 
volved. If we are going to find polyps any place in the large bowel, one would 
always find them in the rectum. Therefore, it is mandatory that we do sigmoido- 
scopic examinations on all of the people of a suspected family. We cannot rely 
upon the history alone, because in many of these cases history will be negative 
at an early age. 


In one of the families in which the father had multiple polyps, the rectum 
and the rectosigmoid were completely covered. Four children of this man were 
involved. I had the opportunity of examining these four children. It was rather 
interesting to know that they had no symptoms whatsoever. One was a girl 7 
years of age; she had no symptoms and she was negative as far as the sigmoido- 
scopic examination and roentgen examination. A brother who was 11 years old 
had absolutely no symptoms at all but he had many polyps involving both the 
rectum and the sigmoid and in his case, the barium enema x-ray was negative. 
This also included the contrast air study. A brother 14 years of age was symp- 
tomless, he also showed the same evidence of the disease involving the entire 
colon, though the roentgen examination was negative. His polyps were too small 
to give a positive roentgen study. The older sister who was 17 years of age had 
shown no evidence of the disease. 


Another interesting thing was that in another family I had studied, polyps 
were found in identical twins, and they developed at approximately the same 
age. 


The colon x-ray itself, as we mentioned, cannot be entirely depended upon. 
The sigmoidoscopic examination, of course, is the most important. 


As far as what age will these people stop developing them? I had the 
opportunity of discussing this with Dr. C. Dukes at St. Marks Hospital in 
London last summer and he said that he has seen no cases develop after the 
age of 42, so we can use that as a sort of a measuring stick. We therefore have 
to examine every member of a family starting with the grandparents right down 
to all the siblings in order to find all who have the problem. 


As far as the disease is concerned, there is another interesting genetic study 
that we have made and that is that occasionally we will find a skip in the family. 
I had one family where a brother and a sister didn’t show any evidence of the 
disease though they had children who showed the evidence of the disease. 
According to the laws of genetics, it is called a lack of penetrance. In other 
words, the disease can be carried from one generation down into the following 
generation without showing evidence in the immediate generation. Therefore, 
when we do find a family where one member of the family does not have it, 
it is necessary for us to go into the following generation to see if the disease is 
not present. 
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It is a hereditary disease, of course, and not a congenital disease and there- 
fore we do not find it at the age of birth. We have examined many infants of 
these different families and have never found it, though I did see polyps start 
to develop in a little girl only nine months of age. 


Should we do a colectomy on these people? I think that one has to do a 
colectomy as early as possible. We did a colectomy on both the youngsters who 
were 11 and 14 years of age and they got along very, very well. 


I want to congratulate Dr. Ecker on his paper. I think it is a contribution 
to our field and we would suggest that all of you continue to do many, many 
more proctosigmoidoscopic exams. 


THE EFFECT OF 5-FLUOROURACIL UPON CARCINOMAS 
OF THE GASTROINTESTINAL TRACT AND RELATED ORGANS*® 


ARTHUR J. WEISS, M.D. 
and 
LAIRD JACKSON, M.D. 
Philadelphia, Pa. 


In 1957 Heidelberger and his associates announced the development of a 
new class of tumor inhibitory compounds, the fluorinated pyrimidines’. Their 
work was primarily stimulated by the following observations: 1. the demonstra- 
tion by Rutman, Cantarow and Paschkis in 1954 that preformed uracil was in- 
corporated into nucleic acids of a rat hepatoma’, 2. the established effectiveness 
of purine antagonists in certain tumors of animals and man, and 3. the knowl- 
edge that when fluorine is substituted for hydrogen in certain classes of com- 
pounds, profound biological effects are often obtained*. These considerations 
led to the synthesis of 5-fluorouracil and 5-fluorodeoxyuridine, compounds that 
have been shown to be effective in certain malignancies of man‘, some of which 
had been refractory to all chemotherapeutic agents previously available. 


The mechanism of the antitumor action of 5-fluorouracil has been partially 
determined. In certain animal tumors 5-fluorouracil has been shown to be in- 
corporated into the ribonucleic acid fraction of the tumor®. This causes the 
formation of a “fraudulent” RNA which interferes with normal nucleotide func- 
tion. A more important site of action of 5-fluorouracil is in inhibiting the methyla- 
tion of deoxyuridylic acid by thymidylate synthetase to form thymidylic acid, 
as shown by the marked inhibition of incorporation of labeled uracil and orotic 
acid in DNA thymine but enhancement of incorporation of labeled thymidine®*. 
Recent studies have revealed incorporation of uracil into rapidly-growing normal 
tissues such as intestinal mucosa and regenerating liver as well as interference 
with the growth of these tissues by fluorouracil. These studies suggest the reason 
for the toxicity seen in the gastrointestinal tract and bone marrow with 
5-fluorouracil. 


The cancer chemotherapy group at Jefferson Medical College Hospital has, 
since April 1959, used 5-fluorouracil in the treatment of 163 patients with various 
malignancies. Of these patients, 58 have had primary carcinomas of the gastro- 
intestinal tract or related organs. The diagnosis in 57 of these tumors was proven 
by histological examination; in the remaining patient the diagnosis was primarily 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 
From the Department of Medicine and the Cancer Chemotherapy Group, Jefferson 
Medical College, Philadelphia, Pa. 
5-fluorouracil was kindly supplied by Hoffmann-La Roche Inc., Nutley, N. J. 
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a clinical one, although a needle biopsy of the liver was reported as compatible 
with but not diagnostic of hepatoma. These tumors were further subdivided as 
to the following primary sites: 37 colon, 8 pancreas, 7 stomach, and 4 liver or 
bile ducts. All of these patients had disseminated or inoperable carcinoma. 
Forty-two of these patients had lesions which were in some manner objectively 
measurable. A few had superficial lesions in the skin and subcutaneous tissue 
which were measurable by direct means and this appeared to be the most 
accurate guide to therapeutic effectiveness. Other patients had discrete pul- 
monary metastatic lesions which were measurable on x-ray. Several patients had 
primary or metastatic involvement of the liver and could only be followed by 
change in the liver size, although we realize the inherent inaccuracy of this 
determination. Finally some indication of tumor change could be inferred from 


TABLE I 


Toxic MANIFESTATIONS OF 5-FLUOROURACIL 


Severe Mild 


Stomatitis 38% 
Diarrhea 
Alopecia 
Dermatitis 
Leukopenia 
Thrombocytopenia 16% 


a—over ten bowel movements per day. 
b—white count 1,000 or under. 
c—platelet count 50,000 or under. 


relief of intestinal obstruction, clearing of obstructive jaundice, or cessation of 
chronic blood loss. Utilizing the above observations, the results of the use of 
5-fluorouracil in the clinical treatment of inoperable malignancies with emphasis 
on those tumors involving the gastrointestinal tract and related organs are 
presented here. 


METHOops 


The dosage schedule employed was similar to that used by Curreri et al* 
with the usual initial total dosage, in patients with an adequate nutritional status 
particularly in regard to protein intake, being 75 mg./kg. Initially this was given 
in equal divided doses intravenously over a five-day period. In an attempt to 
decrease the severe oral toxicity this dose has recently been extended over a 
seven- to ten-day period with a suggestion of benefit in this regard. Three days 
after the completion of the initial course of therapy, 7.5 mg./kg. were given 


| Total 
30% | 68% 
28% | 44% 
| 15% 
11% | 15% 
| 
70% 94% 
| 
64% 808 
| 
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intravenously on alternate days until the first overt signs of toxicity occurred. 
Stomatitis was generally the first toxic sign to appear and sometimes appeared 
as early as the fifth or sixth day following initiation of therapy. Erythema and 
edema along the mucocutaneous junction of the lower lip was the first sign of 
stomatitis and was generally followed in 12 to 36 hours by frank ulceration at 
this same site. In mild cases the ulceration was limited to this area, but in the 
more severe cases extensive ulceration of the buccal and palatal mucosa was 
seen accompanied by dysphagia. The mild stomatitis usually cleared within 
three days, whereas the severe form persisted as long as 20 days. Diarrhea 
usually followed the appearance of stomatitis by 12 to 24 hours. Occasionally 
it would precede the stomatitis, and in those cases treated with the more ex- 
tended regimen, the diarrhea commonly appeared in the absence of stomatitis. 
Fluid stools occurring at the rate of three or more stools per day was taken as 
evidence of diarrhea. Unfortunately the diarrhea was at times protracted and 
refractory to control by common symptomatic measures. In these rare instances 
where leukopenia or thrombocytopenia was seen as the first sign of toxicity, 
there was usually a previous exposure to extensive irradiation or marrow toxic 
agents. In patients with such a history or in those with recent protein depletion 
or inadequate protein intake, only 40 to 60 mg./kg. were given in the initial 
course of therapy. Whenever possible the course of therapy for postoperative 
patients was delayed until the patient was receiving an adequate oral protein 
intake. 


Since all patients were treated until the induction of some form of toxicity, 
the management of the toxic manifestations should be briefly mentioned. Nausea, 
mild to moderate, followed the intravenous injection of the drug by one to four 
hours in approximately 50 per cent of the patients. This was generally promptly 
relieved by appropriate doses of one of the phenothiazine derivatives and was 
not considered a deterrent to continued therapy. Every effort was made to 
recognize the stomatitis in the erythema and edema stage and to delay further 
therapy in an effort to prevent frank ulceration. If ulcerative stomatitis occurred, 
local mouth care and increase in protein intake seemed to be the only effective 
measures in the management of this form of toxicity. The diarrhea was treated 
with kaopectate and paregoric in appropriate dosage. In a few instances this 
toxic manifestation became severe enough to warrant intravenous fluid replace- 


ment therapy. The more severe form occasionally led to marked electrolyte 
imbalance. 


Bone marrow depression was usually the last form of toxicity to be mani- 
fested. In the absence of other toxic deterrents, patients were treated with 
enough medication to produce a significant leukopenia. Marrow depression was 
seen in 92 per cent of the patients treated. A leukopenia of less than 3,500 and a 
thrombocytopenia of less than 100,000 were considered evidence of marrow 
depression. Severe marrow depression occurred when the leukopenia was less 
than 1,000 and the thrombocytopenia less than 50,000. The appearance of the 
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leukopenia and/or thrombocytopenia was generally observed three to four days 
after the appearance of the gastrointestinal tract toxicity. The depression of the 
peripheral count never lasted more than 14 days in the survivors. Despite the 
high occurrence of the leukopenia, overt infection occurred in only 7 per cent 
of the subjects. These infections were treated by appropriate antibiotics. No 
attempt was made to prophylactically reduce intestinal flora with neomycin 
or other agents, although the advisability of doing this is under investigation 
at the present time. As in other forms of toxicity, adequate nutritional main- 
tenance before and during the course of therapy appeared to reduce the 
severity of marrow depression. 


While it was difficult in patients with far advanced malignancies to deter- 
mine whether early death was due to the disease or toxicity of the drug, it is 


TABLE II 


RESPONSE OF GASTROINTESTINAL TRACT MALIGNANCIES TO 5-FLUOROURACIL 


Type of 


carcinoma 


Total 
patients 


Subjective 
response 
only 


Objective response 
lasting between 
6 weeks and 
3 months 


Objective re- 
sponse lasting 
more than 
3 months 


Colon 
Stomach 


Liver and 
bile ducts 


Pancreas 


37 
9 


4 
8 


7 (19%) 
3 


0 
Qe 


10 (27%) 
3a 


1 


3 (8%) 
0 


0 
1 


Total 


58 


27 (46%) 


12 (21%) 


15 (26%) 


4 (7%) 


a—One patient received concomitant radiotherapy to the liver and had an 8-week remission. 
Another patient had three courses of fluorouracil and had a total remission of 9 months, 

b—This diagnosis was not pathologically proven, a needle biopsy of the liver being reported 
as compatible with, but not diagnostic of hepatoma. Chest x-ray revealed scattered lesions 
compatible with metastatic carcinoma. 

c—One of these patients received concomitant radiotherapy. 


our clinical impression that severe drug toxicity significantly contributed to the 
patients’ demise in six instances. Three of these patients died with practically 
complete marrow aplasia, two with severe electrolyte disturbances, and one with 
both these complications. 


Other, more minor forms of toxicity occurred at a varying incidence in the 
patients treated with this drug. Alopecia occurred in 15 per cent of the patients. 
There was usually regrowth within a six- to eight-week period. Dermatitis 
occurred in 15 per cent of the patients and was generally mild and required no 
particular medication. Anorexia was extremely common and the patients had 
to be constantly encouraged to maintain an adequate protein and caloric intake. 


aie 

3 
4 
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With this urging, most of the patients did not lose more than five pounds during 
the period of therapy, but severe weight loss was occasionally observed. 


RESULTS 


Over all results in the tumors of the gastrointestinal tract and related 
organs are presented in Table II. It is apparent that an insufficient number of 
patients with tumors of the stomach, pancreas, or liver and bile ducts have 
been treated to obtain statistically significant results. At least one favorable 
therapeutic result, however, has been obtained in each of these categories. 


Responses are divided into the following categories: Group I—no response; 
Group II—symptomatic improvement only; Group III—objective response of one 
to three months’ duration. In order to be classed as having an objective response, 
a patient must be observed to have had one of the following: 1. measurable 
decrease in the size of the major tumor mass (major tumor mass was either the 
primary tumor site or the presenting, symptomatic mass). By convention a 
significant increase in the size of any tumor mass in a patient who otherwise 
showed a decrease in the size of the major tumor mass prevents the classifica- 
tion of this patient as having had an objective response. 2. Relief of a chronic 
partial or complete intestinal obstruction with the passing of normal, formed 
stools at normal intervals. 3. Clearing of clinical jaundice and reduction of 
serum bilirubin in those patients with biliary tract obstruction due to tumor. 
Other findings such as tessation of bleeding and decrease in mucoid drainage 
were not considered, in themselves, evidence of an objective response. 


In the 37 patients with carcinoma of the colon the responses to therapy 
can be divided as follows: Seventeen patients had no response. Seven patients 
had symptomatic improvement only. Two of the patients received concomitant 
radiation therapy. This symptomatic improvement generally lasted less than 
three months and three had an objective response for greater than three months. 
Of these responses, nine were noted to have measurable decrease in tumor mass 
and four had only relief of their intestinal obstruction. In all those who had 
tumor reduction, intestinal obstruction was concomitantly relieved if present. 


The eight patients with carcinoma of the pancreas had biliary tract obstruc- 
tion as a complication in six cases. Four of the total did not have any response 
to therapy. The one patient who had a palpable mass had moderate reduction 
of the tumor with partial relief of pain. One patient responded with clearing 
of clinical jaundice and a fall of serum bilirubin to normal levels. This patient 
is still improved at the time of writing and has been followed for six and one-half 
months. One of the patients with a symptomatic response only was treated with 
radiation therapy in combination with 5-fluorouracil. 


In those patients with carcinoma of the stomach, two out of the total of 
nine had no response. Three had symptomatic improvement only. Two had 
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reduction of liver size, which was the site of metastatic disease, and clinical 
clearing of jaundice with a fall in serum bilirubin. One of these patients was 
treated with 5-fluorouracil alone and received three courses of the drug over 
nine months, and another patient was treated concomitantly with radiotherapy 
and had an eight-week remission. The third patient had reduction of the size 
of her tumor and relief of the esophageal obstruction. 


There was no response to therapy in three of the four patients with carci- 
noma of the liver or bile ducts. The one patient who did respond did not have 
a histologically proven diagnosis. She had a decrease in the size of her pulmonary 
metastatic lesions, but the improvement in her clinical status was negligible. 


In considering the response of these patients, it must be noted that two 
of those achieving an objective response received radiation therapy along with 
the administration of 5-fluorouracil. It is therefore difficult to say which mode 
of therapy was responsible for the tumor regression. It was our observation that, 
in these patients, tumor regression occurred rapidly enough after initiation of 
therapy to make it improbable that radiation was significantly responsible for 
the initial response. It is probable, however, that the radiation contributed to 
the over all duration of the response. 


COMMENT 


The fluorinated pyrimidines have now been used in the treatment of human 
tumors for more than two years. It has been adequately established at this point 
that these compounds will cause significant reduction in the size of certain solid 
tumors that were not responsive to the agents previously available for treatment. 
Furthermore it has been shown that the reduction of tumor size is commonly 
accompanied by significant reduction of pain, increased feeling of well being 
and restoration of the patient to his social position. While all of these gains are 
real and desirable to the patient, the toxicity induced by the administration of 
this drug is also significant and its severity at times more than negates any 
antitumor effect. The proximity of the therapeutic and toxic dose of the drug 
has engendered much discussion as to whether or not the end result of therapy 
justifies the means by which this is obtained. In our experience in certain 
instances, the justification is unquestionably present. In those patients with 
obstructive phenomena either involving the bowel or the biliary tract, treatment 
commonly produced satisfying results and the patient was freed of a clinically 
intolerable situation. The duration of the remission in several of these cases 
has been long enough to emphasize further the reality of the benefit these 
patients derived from treatment. Again in patients with ulcerating, hemorrhagic 
lesions the results have often been of significant value and have more than 
justified the risk of severe toxicity during treatment. The risk of treatment is 
accepted by most of the patients, and the majority of those who have had 
remissions after one course of therapy willingly accept repeated courses despite 
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the knowledge of the toxic effects of the drug that they must endure. In the 
final analysis, the benefits expected must be weighed against the known toxic 
effects for each individual patient, according to his general physical condition, 
symptoms due to his malignancy, and psychologic make-up. 


Considering the relatively small number of cases studied, our results com- 
pare well with those of other investigators using 5-fluorouracil. A study of 
reported cases reveal that approximately 25 per cent of those with carcinoma 
of the colon and rectum or stomach have a favorable response*. In general, 
carcinoma of the pancreas has been reported to respond quite poorly to the 
drug®, 5 per cent of those treated have been reported as having evidence of 
objective improvement. Thirty-five per cent of hepatomas treated have shown 
objective improvement; however, the total number of cases treated has been 
small’, 


Hepatic metastases have been reported to respond quite poorly in general. 
We have seen, however, several significant responses, and in our over all series, 
have had two individuals with far advanced carcinoma metastatic to the liver 
who have had repeated remissions and have been kept in relatively good clinical 
condition for between seven and nine months with repeated courses of the 
drug. Because of the role of the liver in the detoxification of the compound, 
great care must be exercised in the administration of the drug, and the patient 
should be watched carefully for early toxic signs. With appropriate caution, 
however, we have obtained results in patients with significant hepatic disease 
in approximately the same percentage of patients as those who did not have 
clinically apparent liver disfunction. 


In view of the severe toxicity experienced in almost all the patients treated 
with 5-fluorouracil, it would be of value to determine those tumors that would 
respond to therapy before toxic amounts of medication are administered. At 
present we are giving a tracer dose of 5-fluorouracil to patients prior to surgery 
for carcinoma of the bowel, and hope that by determining the amount of 5- 
fluorouracil incorporated into the tumor, we may obtain some guide as to the 
potential sensitivity of the tumor to the agent. Dr. Karl Paschkis® has suggested 
giving tracer doses of labeled uracil and determining its uptake into tumor. Up 
to the present, however, the low expected concentration of radioactive uracil 
in tumor tissue makes this procedure impractical. 


Several investigators in addition to ourselves have been concerned with 
methods of improving the therapeutic-to-toxic ratio of this drug. It is our im- 
pression, although we do not have statistical evidence to support this, that by 
extending the duration of the course of fluorouracil therapy we are able to 
decrease the severity of oral symptoms, although the diarrhea and bone marrow 
depression have been as severe as with the former regime. Combined drug 
therapy with this goal in mind has been investigated by others as well as by 
ourselves. The deoxyribotide of 5-fluorouracil, 5-fluoro-2’-deoxyuridine, has been 
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evaluated both alone and in combination with 5-iodo-2’-deoxyuridine. The latter 
strongly potentiates 5-fluoro-2’-deoxyuridine; however, up to now no significant 
increase in the therapeutic-to-toxic ratio has been demonstrated by either the 
fluorinated deoxyribotide, or the combination, over that obtained with 5-fluor- 
ouracil alone’*. Wolberg and Curreri have combined fluorouracil with 6-mer- 
captopurine, azaserine and 6-thioguanine in animal experiments, but there is 
no significant data available in humans at this time’'. We have investigated 
the combination of 5-fluorouracil with amethopterin primarily because both 
compounds are active antagonists in the metabolic pathway of pyrimidine syn- 
thesis'*. Interestingly, it has been found that humans can tolerate full. thera- 
peutic doses of both drugs without evidence of increased toxicity. It has been 
correspondingly noted, however, that there is no evidence of increased antitumor 
effect. Urethane probably acts as an antagonist early in the synthesis of pyr- 
imidines, and we have therefore investigated the combination of fluorinated 
pyrimidines with urethane. Although out data is small at present, we have not 
seen any significant increase in effectiveness to date. 


It is theoretically desirable to treat these patients at repeated intervals if 
they have shown a favorable response to the initial course of therapy. It is our 
feeling that treatment at too frequent intervals leads to a cumulative effect on 
bone marrow activity. We have therefore attempted, where possible, to withhold 
our retreatment schedule for 10 to 12 weeks after the initial course of therapy. 


This approach has been successful in five cases, with two patients, both with 
carcinoma of the breast, having been treated successfully on four occasions 
over a 12- to 14-month period. 


We have attempted to correlate the response of the tumor with the nutri- 
tional status of the patient, and with extent of the disease. In patients with far 
advanced disease a fair number of remissions have been obtained, and our 
percentage of failures in those with early disease is the same as in our over all 
series. Whereas patients with liver disease or with poor nutritional status have 
been much more sensitive to the agent, and toxicity has occurred much earlier; 
the percentage of good responses seems to parallel that seen in patients with 
no significant hepatic dysfunction. We therefore feel that up to this time we 
have no good method of clinically determining which patients will respond 
favorably to this agent. 


SUMMARY 


Over a 14-month period, 163 patients with far-advanced malignancies of 
various types have been treated with 5-fluorouracil. Fifty-eight of these patients 
have had tumors involving the gastrointestinal tract or related organs. In these 
tumors a significant regression of the tumor has been obtained in 33 per cent 
of the patients treated. These regressions have lasted from six weeks to 14 
months. Toxicity observed is largely in the form of stomatitis, diarrhea and 
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marrow depression. These manifestations, although serious and at times severe, 
are usually controlled with appropriate therapy. The therapeutic-to-toxic ratio 
of this agent is very narrow, and the benefits to be gained must be weighed 
carefully against the expected morbidity from toxicity. Repeated therapy is 
theoretically desirable and has been effective in a few instances in our expe- 
rience. We have been unable to demonstrate any significant correlation between 
the clinical status of the patient or the extent of his disease and the therapeutic 
effect observed after treatment. 
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The Chemotherapy Adjuvant Program is a study to determine if a chemo- 
therapeutic agent used in conjunction with a cancer operation will destroy tumor 
venous emboli and wound implants which occur during the operation. If this 
theory is correct, the incidence of cures will be increased. 


The clinical approach to this problem was stimulated by many observations. 


First, tumor cells have been found in the venous blood of organs containing 
malignant tissue’, 


Second, tumor cells have been found in the peripheral blood of patients 
with known malignancy. Positive peripheral blood smears have been found in 
33-50 per cent of inoperable cases and 10-23 per cent of operable cases. It has 
been shown that surgical manipulation increases the number of tumor cells 
found in the blood stream. 


Third, after a course of chemotherapy, fewer patients were found to have 
cancer cells in peripheral blood smears. Long‘ states that in every case where 
tumor cells were found in the peripheral blood of patients with digestive tract 
malignancy, the tumor was nonresectable or the patient incurable. 


Fourth, it is known that visceral cancers can spread by tumor cell implan- 
tation. After operative procedures for malignancy Hilberg® found that wound 
washings contained malignant cells in 34 per cent of patients. 


With this background surgeons abroad and in the United States felt that 
these tumor emboli and implants, which were possible future metastasis, might 
be destroyed by chemotherapeutic agents. It was felt that “loose” cells might be 
more susceptible to a carcinolytic agent. Quiescent microscopic metastases might 
also be destroyed. Cole and associates*.”* studied the Walker carcinosarcoma 256 
in rats by injecting suspensions of tumor into the portal vein. Azasarine, nitrogen 
mustard, or thiotepa (Triethylene Thiophosphoramide) were then injected 
either intravenously, intraperitoneally, or in the portal vein. With Azasarine, no 


*Read before the 25th Annual Convention of the American College of Gastroenterology, 
Philadelphia, Pa., 24, 25, 26 October 1960. 

tDepartment of Surgery, Albert Einstein Medical Center, Northern Division. 
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effect was noted. With nitrogen mustard and thiotepa there was a significant 
decrease in the percentage of rats with active tumor growth. The dose of tumor 
cells was found to be important. The intraportal injection of 1,000 cells resulted 
in no tumor growth in the liver; using over 110,000 cells, 70-100 per cent of 
animals exhibited tumor growth. 


The time of injection of these agents is important. Injection of the drug 
hours before or over 48 hours after the tumor injection resulted in little effect 
on the tumor. Evidence at this time determined that the drug should be given 
at the completion of surgery and over a period of days to expose the cells to 
the drug during the different phases of mitosis. After the administration of 
nitrogen mustard and thiotepa (Triethylene Thiophosphoramide) in the usual 
clinical dosage in dogs, wound healing proceeded normally*!%"", 


In 1957 under the auspices of the Cancer Chemotherapy National Service 
Center, a group of surgeons organized the Chemotherapy Adjuvant Program, a 
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Fig. 1—Survival curves for control and treated colon cases. 


cooperative clinical study at both “University” and Veterans Hospitals. It was 
the consensus of opinion that a large number of cases could be accumulated 
rapidly under controlled conditions. Dr. George E. Moore, Director of the Rose- 
well Park Memorial Hospital in Buffalo was selected chairman. A uniform 
protocol for each malignancy was selected. The U.C.L.A. Medical Center was 
chosen as the data collecting center and main statistical center. Originally, a 
random sample control system was used. In November 1958, the double-blind 
technic was instituted. 


We will present the gastric and colorectal phases of this program. For 
gastric and colorectal cases, thiotepa (Triethylene Thiophosphoramide) was 
originally administered as follows: 0.2 mg./kg. (calculated on a height-weight 
chart) intraperitoneally and 0.2 mg./kg. in a branch of the portal vein at the 
end of the operation; thereafter, 0.2 mg./kg. intravenously on the first and second 
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postoperative day. Because of a suspected increased mortality in treated cases 
in the Veterans Group, in October 1958 the intraportal dose was eliminated. 
Gastric Stupy 


Patients are selected who have had no other malignancy except skin cancer, 
and who have had no x-ray or chemotherapy within the previous six months. 
Base line blood counts and x-rays* are performed. Patients with low blood 
counts are excluded}. At the time of operation the patients are placed in one of 
three categories: 


1. Curative subtotal gastrectomy 
2. Curative total gastrectomy 
3. Palliative gastrectomy 


3 


Fig. 2—Survival curves for control and treated stomach cases. 


Nonresectable cases are excluded. Thiotepa or a placebo is given as previ- 
ously described. All postoperative complications and certain routine studies are 
recorded. The patients are reexamined for evidence of tumor recurrence or drug 
toxicity and have blood counts at three-month intervals. A chest x-ray and upper 
gastrointestinal x-ray are done at six-month intervals. As of February 1960, 373 
cases were entered in the study. 


Complications:—With the present dose schedule there are somewhat more 
wound infections and cases of pneumonia in the treated cases than in the control 
cases. A few cases of thrombocytopenia have been reported. Up to February 
1960, the average number of complications per patient was 1.3 in all treated and 
1.3 in all control cases. The postoperative mortality was 22 per cent in treated 
cases and 18 per cent in control cases. 


*Chest x-ray; upper gastrointestinal series. 
¢White blood count below 5,000/c.c. Platelet count below 150,000/c.c. 
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CoLORECTAL STUDY 


The same method of patient selection and preoperative studies are used, 
except that a barium enema and sigmoidoscopy are performed instead of an 
upper gastrointestinal series. At operation only patients having a curative resec- 
tion are included. The same drug dosage schedule is given as in the gastric 
group. Follow-up studies are the same except that a barium enema is done 
instead of an upper gastrointestinal series. As of February 1960, 524 patients 
were entered into this study. 


Complications:—With the present dosage schedule there is a slightly greater 
incidence of wound infections and cases of pneumonia in the treated cases. A 
few patients had thrombocytopenia. Up to February 1960, the average number 
of complications per patient was 0.74 in all treated cases and 0.91 in all control 
cases. The postoperative mortality was 11 per cent in treated and control cases. 


SuRVIVAL RESULTS 


There are an insufficient number of cases and too short a period of follow-up 
to permit statistical evaluation of survival differences. Comparison of survival 
curves in treated and control cases (Figs. 1 and 2) shows a greater number of 
treated survivors. The difference, however, is not statistically significant. 


Perhaps tumor emboli and implants can be destroyed when the proper 
agent for that tumor is used. Each malignancy may need a specific agent. 
Technics of screening, using cellular enzyme tests or cancer tissue culture, may 
permit selection of the proper agent. 


SUMMARY 


1. The Chemotherapy Adjuvant Program is a cooperative institutional 
study. This flexible and comprehensive study was instituted to determine if a 
cancer chemotherapeutic agent (Thiotepa) injected at the time of surgery and 


on the first and second postoperative days could destroy tumor venous emboli 
and wound implants. 


2. It is too early to evaluate statistically if the added Thiotepa has in- 
creased the number of survivors in gastric and colorectal cases. 


3. Preliminary results in gastric and colorectal cases reveals a somewhat 
greater number of wound infections and cases of pneumonia in the treated cases 
as opposed to control cases. 


4. There is a similar postoperative mortality in treated and control cases. 


5. As of February 1960, 524 colorectal cases and 373 gastric cases have 
been registered in the study. 
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Discussion 


Dr. Stanley Levick (Philadelphia, Pa.):—I would like to congratulate the 
authors for their well-prepared papers. It is clear from the results presented by 
Dr. Weiss that 5-fluorouracil, when used appropriately can be expected to pro- 
duce objective regressions in 25 to 30 per cent of the malignancies of the colon, 
with a lesser incidence of response in other tumors of the gastrointestinal tract. 


It will be interesting to cite some of our own experiences with this drug. 
Our group in cooperation with several others, including the Chemotherapy group 
of the Memorial Sloan-Kettering Cancer Center, used the fluorinated pyrimi- 
dines in 74 patients with carcinoma of the colon. Rigid evaluation criteria were 
established by the group. The disease as it presented itself was divided in the 
four clinical patterns. One pattern consisted of those patients who had local 
recurrence of active disease without metastases; another group had intraabdom- 
inal metastases involving the peritoneal surfaces and occasionally the liver, a 
third type appeared to involve primarily the liver, with many patients dying of 
hepatic insufficiency, and a final pattern was seen in the patients with gener- 
alized metastases. After the pattern of the disease was determined, the patients 
were classified as to the stage of the disease. 


The stages noted were: 1. Early disease with metastases but without any 
symptoms. Stage 2 were patients who had progressive disease but were still 
compensated and able to carry out their normal activities; and stage 3 were 
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people with progressively decompensated disease, who required hospitalization 
and had a very limited life expectancy. These classifications of patterns and 
stages were necessary so that one could evaluate accurately the area in which 
the drug had its maximum effectiveness. Following treatment the therapeutic 
response was carefully classified. 


The significant therapeutic response, as far as the study was concerned con- 
sisted of objective regression of measurable disease with subjective improvement 
which continued for at least one month. On using these criteria it was found 
that patients with local or intraabdominal patterns obtained regression in 16-20 
per cent of the cases following a course of fluorinated pyrimidines. Improvement 
occurred in patients with intrahepatic disease in 10 per cent of the cases. Those 
patients with generalized metastases failed to show any significant improvement 
following a course of fluorinated pyrimidines. A majority of favorable responses 
were seen in stage 2 patients with progressive compensated disease. In the 
patients with advanced decompensated disease no practical benefit resulted 
from fluorinated pyrimidines. These data indicated that 5-fluorouracil could be 
expected to be more effective in patients with early metastatic disease which 
appeared to be confined locally, and without evidence of hepatic insufficiency 
or distant metastases. 


In general, fluorinated pyrimidines must be given to the point of toxicity if 
there is to be any hope of obtaining the therapeutic response. Improper use of 
this drug can be very dangerous. In our experience, if therapy was discontinued 
at the first sign of toxicity, which may appear as diarrhea, stomatitis or evidence 
of decrease in the formed elements of the blood, we have no further difficulty 
with toxicity. 

Therapeutic results of carcinoma of the stomach, pancreas and Oe 
were generally poor. 


We agree with Dr. Weiss that some of the experiences with patients show 
that the fluorinated pyrimidines do have antineoplastic activity, and the most 
useful effects are observed in compensated cases of carcinoma of the colon and 
rectum. Remissions unfortunately are only temporary. 


At the Einstein Medical Center in Philadelphia we have for the most part 
discontinued 5-fluorouracil alone. We are now using this drug in combination 
with x-ray therapy or in combination with an alkylating agent in the hope of 
producing a higher percentage of remissions of longer duration. 


Because technics for treating metastatic cancer are so inadequate, newer 
methods of treatment must be developed. One important approach is the sur- 
gical adjuvant program described by Dr. Cohen. We have the impression from 
work we have already noted that a chemotherapeutic agent has the best chance 
of producing effects on cancer celis when it is used early and in localized dis- 
ease. Therefore it seems reasonable to hope that if the surgeon attempts to 
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remove the entire lesion, and a chemotherapeutic agent is given to inhibit the 
growth of cells which may have been disseminated at the time of surgery, one 
might significantly increase the cure rate of resectable cancer. The correctness 
of this approach can only be decided on a statistical basis. The program as 
described by Dr. Cohen is a national effort and is designed, by the use of rigid 
protocols, to obtain statistically useful information as quickly as possible on the 
largest number of patients. The mobilization of resources and personnel of a 
number of institutions tends to overcome the bias that might occur in individual 
effort. 


This type of cooperative program is not new and has been used in other 
situations, for example, the evaluation of new agents in the treatment of acute 
leukemia. Information is obtained quickly and the joint effort is extremely valu- 
able and instructive to physicians working in a cooperative group. On the basis 
of our knowledge of the natural history of cancer of the colon and the stomach 
it may be possible to arrive at statistically significant results within two or three 
years after a study is fully operational. 


I agree with Dr. Cohen that nitrogen mustard might not be the ideal agent 
for adjuvant study and other types of agents may require testing. In fact the 
alkylating agents have little effect on metastatic carcinoma of the intestinal 
tract. These agents, however, may possibly be more effective in destroying tumor 
emboli that may be disseminated postoperatively. The work done by Dr. Cohen, 


in particular, and by the surgical adjuvant program, in general, deserves en- 
couragement and the fullest cooperation of all physicians. It will be interesting 
to follow the accumulation of data and the final conclusions resulting from these 
studies. 


IATROGENIC DISEASES OF THE DIGESTIVE TRACT® 


WILLIAM NIMEH, M.D., F.A.C.P.+ 
Beirut, Lebanon 


The medical man of today has become, as never before, a source of dis- 
order, a disregarded omnipresent virus. No ordinary or ultraelectronic micro- 
scope is needed to depict this virus because it is macroscopic. And although 
every practitioner is aware of its presence, yet the medical body as a whole 
is reluctant to adopt effective prophylactic measures against what is growing to 
be a serious problem and a menace. 


The word “doctor” is Latin, and means teacher. Therefore the mission of 
the doctor is to teach:—to impart knowledge to his consulting patient about his 
ailment: its nature, how to take care of it, its expectancy, to endeavor to heal 
him and, all the time, to encourage and console him. Also the doctor as a matter 
of fact, is a teacher of himself. He is bound under obligation and oath to dedi- 
cate his whole existence and means to study and store more knowledge and 
experience in order to keep pace with the vertiginous atomic velocity of medical 
progress of our time. 


Needless to mention the established fact that no medical man or woman, 
regular or otherwise, in the whole world departs, intentionally, from the afore- 
said precepts. But we have to admit that members of the profession are prone 
to commit innocent or careless errors, because they are human, ie. fallible; 
mistakes that induce in the consulting patient anxiety, panic and deterioration. 
This arises from misleading, haphazard diagnoses, prognoses and therapy be- 
cause of insufficient clinical knowledge and imperfect interpretation of labora- 
tory findings; because the reasonable calculating mind is overtaxed by work and 
time limitation; because sense of responsibility is masked by economic love, 
and conscious duty weakened by egotistic haste; because of an acquired but 
usually innate dogmatic spirit and arrogance that lead to dogmatic procedures 
which are detrimental and often deprive the helpless patient from enjoying the 
human fellow-feeling; because of reluctancy to formulate a sound judgment, 
and hesitation to give a direct terse advice; because of the omniscient false 
pride, a phase of quackery, to admit ignorance and seek more light from a 
colleague, to which the patient is legitimately entitled—a sum-total of factors 
which lead both the doctor and the patient, inevitably and unfortunately, to 
sad and unfavorable mistakes, hazards and sometimes disastrous results. The 
doubt that we create in our client by our discrepancy acts worse than the 
causative germ. This uncertainty from which we are called to release him may 


*Presented at the Inaugural Scientific Session of the Lebanese Society of Gastroenterol- 
ogy, 25 November 1959. 


President of the Lebanese Society of Gastroenterology. 
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force him to submit himself unwillingly to unnecessary surgical intervention, to 
resort to a psychiatrist, to face economic sacrifices and even ruin. 


This opens a new chapter in modern pathology titled “iatrogenic diseases”. 
The word iatrogenic is Greek and means “generated by the physician”. It was 
adopted by Sir Arthur Hurst', the famous gastroenterologist, who introduced as 
well the term “dyschesia”. The medical dictionary defines it as applied to dis- 
orders induced in the patient by autosuggestion based on the physician's exami- 
nation, manner of discussion. The term, however, came into use in recent years. 


To attempt a complete survey of iatrogenic diseases requires time and space. 
I will therefore mention a few of the most common in the digestive tract 
exclusively. 


Faulty interpretation of roentgenologic findings:—Allow me to mention, only 
as a reminder, that gastroenterologists should be versed in reading and inter- 
pretation of films, because roentgenology, pharmacoradiology and radiocinema- 
tography are basic in the diagnosis of digestive troubles. In this connection I 
remember with gratitude Boas’ advice to me in 1922. He said, “If I were of 
your age and wished to become a real good gastroenterologist, I would do roent- 
genologic and laboratory work personally”. 


Films that register a suspicious silhouette should be repeated because often 
a pseudoshadow taken for a real lesion hops into the scene. 


Barium flecks in genu superius and in the recesses of the base of the duode- 
nal bulb can imitate the image of an authentic niche. 


The passage of barium through the angle of Treitz may project a pseudo- 
niche shadow. 


A normal radiologic image of the duodenal bulb excludes, almost with 
certainty, the existence of an ulcer, withstanding the fact that normal image 
may be at the same time the seat of inflammation. We must remember that 
spasms of the duodenal bulb predominate. 


Hypertrophic image (broadening and coarseness) of gastric folds is not 
suggestive of gastritis unless there is rigidity. Atrophy does not always cause 
slenderness of the rugae’. 


Stellate impression of cardia due to protrusion of esophageal mucosa is 
often mistaken for ulcer or tumor’. 


Hiatal hernia, whose diagnosis has lately become very frequent is reported 
in cases where scrutinized and cross examination with special technic reveals 
an epigastric accumulation of barium at the esophagocardiac junction or isthmus, 
which is often taken for a genuine hiatal hernia. Furthermore, this phenomenon 
is more or less physiologic and does not deserve the clinical importance given 
to it. Most of the hiatus hernias of the Akerlund‘ sliding type belong to this 
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category. Schatzki® believed that these hernias are physiologic in late life. 
Sauerbruch, Chaoul and Adam*® in the early thirties proved that such a para- 
doxical accumulation is an artefact and can be produced experimentally in 
normal individuals. 


Prolapse of gastric mucosa into the duodenum which is in reality a physio- 
logic phenomenon gives rise to no pathologic symptoms. 


Hypertrophy of the mucosa of the duodenal bulb with edema misdiagnosed 


as ulcer or cancer. 


Gastric bezoars supposed to throw shadow of a neoplasm, careful manipula- 
tion and correct technic clear the doubt. 


Moulage sign considered characteristic of sprue or nutritional deficiency 
may be nothing but segregation of mucus with no organic lesion. 


When a surgeon performs appendectomy and instead of leaving the stump 
free in the abdominal cavity, he tucks it inside the cecum, it may give the radio- 
logic cecal image of tumor. 


Misinterpretation of laboratory findings:-The polypharmacy resorted to 
whenever a blood count is slightly below normal figures. We generally forget 
that a cut should be allowed the examiner’s counting, and that an appreciable 
differential cipher exists between one laboratory and another. Moreover we 
should remember that sex plays a part in counting as well. A subnormal and 
even very low leucocyte count in some of our cases of acute appendicitis due 
to severe toxi-infection has been registered. This finding made the surgeon 
temporize in making a final decision, and postponement precipitated sad results. 


Much ado is made about presence of cysts in asymptomatic amebiasis and 
the overdosing of the patient with amebicidal preparations with the intention 
of clearing out the intestinal station of its guest. The cysts resist and remain 
where they are, safe and sound, or new ones are swallowed now and then giving 
thus perhaps the carrier more resistance and immunity. Besides, the insistence 
of giving again and again amebicidals in chronic cases with reliable negative 
reports, is not justifiable. Is it not more advisable and logical to repair the 
damage instead, especially of the liver and gallbladder? 


Rectosigmoidoscopy, which should be a routine practice, is paramount to 
rule out any vestige of the disease and the only way to judge whether or not 
a carrier is cured. 


Overevaluation of liver function tests:—Here we face an intricate problem 
because, as this noble organ fulfills multiple functions (the known up until now 
are 29), we have not yet, and perhaps will not have, a test that could be con- 
sidered as “standard”. It is unfortunate that liver tests are not indicative in 
early processes of liver damage because of the faculty the liver cell possesses 
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to compensate, to such an extent that, if 75 per cent of the parenchyma is on 
the strike, tests may still continue to be within normal limits’. 


Another characteristic of the liver is that there exists an interrelation of its 
different functions as if every one is dependent on the other. 


Do not be alarmed if normal cholesterol value which oscillates between 150 
and 260 mg. per 100 c.c. rises to a high figure. Many healthy individuals have 
it as high as 300 and much more. On the other hand do not be cheerful if you 
find it very low (100—90). Sometimes this indicates serious damage, such as 
acute yellow atrophy. Be more concerned about cholesterol-cholesterol esters 
ratio which are of more significance. Idiopathic hypercholesterolemia has been 
reported. 


BSP test is very popular and to many the best is misleading in jaundiced 
cases®. 


In brief, the present liver function tests do not accurately reflect the func- 
tional capacity of the liver®. The word then is given to the clinical judgment. 


Entire reliance on cute-reactions in allergy especially in what concerns food 
and the strict regimen imposed is disappointing”. 


_ We sometimes make a hazy and hasty interpretation of hypotension which 
is not infrequent in ulcer cases. Hypotension may be congenital and familial 


physiologic and should be left alone as long as it is compensated taking utmost 
care not to worry the patient about it. The same is true of hypertension. Leave 
both alone as long as they are asymptomatic. Needless to hint to examine your 
patient during short intervals and better after a mild sedative, before a definite 
opinion is given. 

Hypoglycemia and bulimia (excessive hunger) should draw our attention 
as they may be the only index of a duodenal ulcer. Hypoglycemia may be, as 
well, an early sign of liver insufficiency. 


ABUSES 


Drugs:—The list of new drugs with the daily additions reaches a fantastic 
figure that no titanic human memory can retain. In 1947, Cornillon, Director of 
the French Hospital in Mexico City, was enticed to calculate during his leisure 
hours, the trade names of medical preparations. He gave up the task when he 
arrived at 50,000. I wonder if we should not follow the wise example of Osler 
who used to recommend to his students only few preparations and of Strumpbell 
who relied in his practice upon six drugs, and stick to the classical ones avoiding 
thus fantasy of prescribing mostly the new-borns, because, as Friend’! remarks, 
many new preparations have not replaced many of the old agents. 


Modern tendency drifts us in its swift current into abuses of certain active 
drugs and adoption of new medicaments arbitrarily without alerting the patient 
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to their side-effects or possible therapeutic accidents or addiction because, as 
Barr" expressed it, no drug has been found with a single action and no human 
body with a single reaction. 


I will mention only a few examples:—Sulfas and antibiotics, in particular 
antibiotic compounds. Rectal symptoms and pruritus are well known sequela. 
Vitamins added to antibiotics have no evidence of therapeutic value; antihista- 
minics and tranquilizers; the vituperative and prolonged administration of 
vitamins especially multivitamins without any specific indication. Many show 
intolerance particularly to combined vitamins, and clevelop toxic symptoms. 
Hypervitaminization does not only give disappointing results, but causes serious 
disorders such as what happens with Vitamin A and Vitamin D"; endocrine 
therapy mainly when used to reduce obesity; steroid therapy, a dangerous 
weapon which must be handled wisely. Of the many deleterious effects of this 
last, suffice it to mention those which have repercussion on the digestive tract, 
namely, ulceration, perforation, aggravation of an existing ulcer, aggravation of 
an existing diabetes, pancreatic troubles, etc.’°. 


According to West" steroid ulceration has predilection to the stomach and 
mostly on the large curvature. Steroids have no action on acid or pepsin output 
but on the gastric wall directly. Hence antacids are of less prophylactic use than 
antivagotonics. 


The highly recommended steroid therapy in cirrhosis of the liver and in 
idiopathic ulcerative colitis is to be revised and studied more thoroughly, using 
it with precaution and surveillance. We lack enough proof of its benefit to 
warrant its routine employment in these affections. 


The gastrointestinal reaction to salicylates and their derivatives is well 
known. We have seen many an ulcer awakening and even profuse bleeding, 
or else simple gastroduodenitis develop rapidly. Idiosyncrasy and hypersensi- 
tivity are accused and, if antacids and bland diet are instituted during treatment, 
accidents are less probable. 


The anticholinergics are thought to be the new ulcer-saver. The ulcer drug 
has not yet been discovered, and probably there is no one sole drug. We are 
still faithful adherents to belladonna and its alkaloids, and believe it to be the 
king of the antivagotonics. Care, however, must be taken to avoid poisoning by 
excess of therapeutic doses. 


In order to obtain good results the dose has to be pushed to physiologic 
level, heralded by dryness of mouth, blurring of vision, hence the need of ex- 
plaining to the patient where and when to stop, especially when atropine is used. 
As to atropine administration intravenously, we honestly confess that the remote 
result of this method is far from being encouraging or necessary. It is not worth 
the trouble and the risk. It should be limited to selected cases, but not employed 
routinely. We are convinced that if atropine hits well in a certain case, it can 
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do so even if administered per os. Moreover, preserve the veins of your ulcer 
patients. You do not know when you will be called upon to use them. 


The superfluous administration of lipotropics is another marvelous example. 
The abuse has attained such a degree that they are prescribed indiscriminately 
to everyone supposed to be suffering from liver trouble. It should be remem- 
bered that lipotropic agents are found naturally in sufficient quantities of food 
rich in milk, cheese and vegetables, hence the unnecessary urge for artificial 
replacement. Furthermore, methionine and choline may sometimes favor or pre- 
cipitate hepatic coma in cirrhotics'*. Their miraculous results reported by some 
cannot be adopted as a rule. Many patients cannot tolerate their intake and 
show signs of intoxication. In advanced cirrhosis, high protein diet; ammonia 
chloride as a diuretic may hasten coma as well. 


Transfusions:—Hemorrhage from ulceration, unless it is massive, is not fatal. 
The first hemorrhage, whether simple or massive, is generally not fatal. Hence 
transfusion is unnecessary except in veritable need, and then it should be given 
after cross check-up and with close vigilance in order to avoid unexpected 
immediate or remote complications. Countless ulcers cease to bleed spontane- 
ously if left alone without any transfusion. More patients are lost with an 
unnecessary transfusion than without it. If preliminary attempts in massive 
hemorrhage fail, it is usless and even dangerous to insist because hypervolemia 
may greatly increase a continuation of bleeding. Transfusions advised for anemic 
or convalescent patients which Roberts’ calls “cosmetic transfusions” to hasten 
recovery and postoperative “tonic transfusions” are unjustifiable. Plasma trans- 
fusion should be abandoned when liver damage is manifest lest serum hepatitis 
set in. We always prefer fresh blood, whenever available, to banked blood. It 
is really discouraging to cite that there still exists a mortality of one patient per 
thousand to 3,000 transfusions”. 


MISCELLANEOUS 


Pain:—Pain is the principal irresistible impulse that drives the patient to see 
the doctor. It is the key-note of pathology and the switch in diagnosis. 


In gastroduodenal ulceration localization of pain is a relative index to ex- 
istence and topography of the lesion. Charting the time of pain is of more 
significance. Gastroduodenal pain is slow in being felt. 


In perforated gastric ulcer pain comes briskly and leaves briskly, is referred 
to upper abdomen; in duodenal ulcer to right hypochondrium, lumbar or iliac 
regions. 

Small intestine pain is referred to epigastric or umbilical areas. 

Appendicular pain is irregular, coming any time and referred in the begin- 
ning, to the gastric region, to the bladder or testicle, hence painful micturition 
at times; vomiting always comes hours after onset of pain’. 
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Biliary pain which takes breath and is intensified at forced inspiration, is 
referred to scapular region and shoulder; vomiting is early and opiates especially 
morphine are decisive remedies. 


Acute pancreatitis pain is stormy, excruciating; predilect localization is to 
the left side of the abdomen. It is persistent and accompanied by severe in- 
cessant vomiting. Morphine increases pain and is thus contraindicated. This 
serves as a test suggestive of the disease’. 


Many digestive symptoms, particularly pain, appear concomitantly with 
symptoms of other organs especially of the circulatory system. The solar plexus 
is “pain collector” for whole abdomen, hence the necessity to go over abdominal 
visceral pathology whenever a precise differential diagnosis is attempted. This 
gives rise to confusion and renders differential diagnosis sometimes impossible 
leading to gross errors and harmful therapy. 


Pain on effort is characteristic of cardiovascular lesions. 


Ortiz Ramirez", a leading Mexican cardiologist, enumerates these mani- 
festations: 


Epigastric pain in cardiopathies with passive hepatomegaly is at times post- 
prandial after a heavy meal. The pain is due to the weight of the filled stomach 
against the left lobe of the congested liver, as well as to aerogastry, or probably 
due to intrahepatic circulation of digestion; light epigastric pain preceding or 
succeeding progressive coronary affections; in aortoceliac angiopathies; of medic- 
aments used in heart troubles e.g. quinidine, digital and salicylate preparations; 
when cardiac congestion of the liver develops briskly causing enormous enlarge- 
ment (epigastric pain is severe); in old arteriosclerotics especially in hyperten- 
sives (stormy epigastric pain may develop without digestive antecedents, ac- 
companied with nausea and shock) which perhaps is due to gastroduodenal 
ulcer, makes one think of an attack of coronary angina. Pain sometimes lasts 
some hours and is inamenable to morphine and to vasodilators; in dissecting 
aneurysm of the aorta which is generally fatal, epigastric pain is preceded by 
precordial intense pain; abdominal aortitis may give rise to epigastric or diffuse 
abdominal pain with nausea and diarrhea. 


In rupture of an aneurysm pain is in the upper abdomen, very severe, fol- 
lowed by hematemesis and melena which confuses the diagnosis. 


Pain in mesenteric thrombosis resembles an acute intestinal affection, is 
paraumbilical with profuse vomiting followed by abundant watery diarrhea. It 
is not easy to identify gastroduodenal pain in cases of cardiac insufficiency. 


Hepatic tenderness and pain is encountered in heart insufficiency even when 
the liver is not megalic. A hepatovesicular colic may be precipitated by a cardio- 
vascular reflex. Confusion here is marked because pain yields to nitrites exactly 
as is the case with coronary processes. 
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Acute pancreatitis may simulate coronary thrombosis. Alvarez’® indicates 
the possibility of an aged patient who consults you for flatulence, nausea, eruc- 
tations and vague indigestion, symptoms that cover a heart affection which 
escapes the correct diagnosis. He relates the case of a patient of this category 
in whom he could not discover any sign of a disease, and after dismissing him 
and on his arrival home, had all of a sudden an attack of coronary thrombosis. 


Izzedine” in his thesis “abdominocoronary syndrome” mentions that dia- 
phragmatic hernia and aerogastry often produce anginoid symptoms. They can 
even cause clinical symptoms of angina pectoris. 


Gastritis, gastroduodenal ulcers and tumors sometimes present precordial 
pain and irradiation to the shoulder and left arm. 


A cholecystectomy may be better and relieve a concomitant anginal pain. 


Current inclination of both doctor and patient to apply medicaments 
through injection is notorious. We must fight this promiscuity. This method of 
administration was originally, and should be reserved, for emergency whenever 
a rapid reaction is pursued and not for complacence. Many are the lamentable 
accidents of sudden death due to intravenous application. (Decholin, emetine, 
etc. . . .) chiefly the conveyance of infection by hands of unqualified operators 
among the laity who learn the mechanism in dispensaries or through friends in 
a few days and try to make it a means of living easy but illegitimate. 


Although gastroenterologists daily practice psychotherapy on their clients 
because as Terhune” suggests, the major part of psychiatric work is or could 
be done by physicians who are not specialists in psychiatry; if you refer a case 
to a psychiatrist do not divorce it completely. The psychiatrist as well as the 
pathologist and the surgeon are supposed to cooperate intimately with you as 
you are supposed to follow up your patient. 


It is neither up-to-date nor clever practice to endorse with enthusiasm 
every new potent drug that comes into the market. Remember that in every 
cycle of progress the profession rings in a new theory and rings out an old. So, 
many a time, what is adopted today is abandoned tomorrow, and what is aban- 
doned is later sought for and adopted again. Moreover polypharmacy is far 
from being the index of diagnostic ability and perspicacity. Refrain from writing 
a “menu prescription”, a prescription which resembles a menu with the only 
difference that the client-patient has no choice. The patient has other things to 
do than spend the day absorbing the diversified medicinal preparations pre- 
scribed which, in the long run, may do more harm than good. This practice 
sooner or later will shake his faith and oblige him to abandon you. 


Let us learn and teach our patients that they do not always need a prescrip- 
tion; they can safely leave the office without it. We acquired the habit of writing 
something, a panacea or anything that is harmless as a protective measure for 
our economic interest. 
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If you cannot arrive at a definite decisive diagnosis even after days of study, 
be honest with yourself and with your patient, do not hesitate to say, “I do not 
know”. You thus gain your client's respect and faith. 


It was customary before, when a diagnosis was not possible, to tell the 
consultant that his trouble is nervous; nowadays he is told his trouble is from 
his liver. The alert clinician announces this because his patient's eyes are tinged 
yellow and his liver is palpable. In this connection, I should like to repeat what 
I have recently published. 


1. The boundaries of the liver stipulated by the rules of physical examina- 
tion are not static and are prone to variation. 


2. The costal margin considered as a landmark should be abandoned be- 
cause it is not absolute. 


3. Palpation and percussion, being practical and relatively easy to perform, 
are not completely exempt from errors and cannot give the exact and precise 
size of the liver. 


4. A standardized measurement of the liver should be adopted. The same 
applies to the spleen. 


We proposed a simple method based on measuring the diameters of both 
liver and spleen, the vertical being index of hepatomegaly and the horizontal of 
splenomegaly”. 


The determination of the size of the liver is essential not only in diagnosis 
but also in prognosis—an early diagnosis means better prognosis. Rapid diminu- 
tion of liver size is an ominous sign indicating massive necrosis and cirrhosis; 
in the cirrhotic it is indicative of an impending end. On the contrary, sudden 
hepatic enlargement has a relatively good prognosis. An enlarged spleen may 
be the only sign of an advanced or latent cirrhosis”. 


It is interesting to quote that of the 80 per cent of liver cases reported by 
Brown® in his recent book, which were clinically diagnosed megalic, only 40 
per cent proved to be so at autopsy; and of the 19 per cent of atrophic livers, 
only 27 per cent were so. 


The easy diagnosis of functional disorders:—Although it is taught that most 
of the digestive diseases are functional, I daresay that all digestive diseases are 
functional because organic lesions do interfere and derange the function of the 
affected organ, be it motor or secretory. Therefore, before telling your consulting 
patient that his trouble is purely functional and simple, be sure you are not 
overlooking any organic serious trouble, intrinsic or extrinsic, of the digestive 
tract. To this category belong the “irritable colon”, the “irritable duodenum”, etc. 


The careless habit of advising patients complaining of chronic constipation 
or chronic diarrhea is shameful. Ordinarily a lubricant is recommended which 
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leads later to the use of a laxative then a purgative and so on, or an astringent 
in the case of diarrhea, based on the old friend bismuth, without bothering to 
make a thorough examination beforehand. There often lies a serious condition, 
a hidden lesion somewhere awaiting somebody to discover it! 


Epigastric hernia or hernia of the linea alba in the epigastric region is not 
a rare incident. If it is not discovered in time, gastroduodenal ulcer or gastro- 
duodenitis are suspected. It is monosymptomatic-epigastric pain, constant or on 
effort. Generally the hernia is so small that it escapes clinical observation, no 
matter how keen is the eye and how fine is the sense of touch. We came across 
many cases in young people mostly of male sex. We treated a case during months 
for ulcer despite the negative radiologic report, and it was by chance that we 
discovered a tiny protrusion coming to sight on change of posture. Intervention 
revealed a small quantity of omental fat imprisoned in the small gap. 


Chronic appendicitis is referred to by most American authors as the “so- 
called” chronic appendicitis whose pathologic identity is denied by many. Daily 
experience proves that chronic appendicitis is a sobering truism and its clinical 
symptoms are a reality. Its diagnosis, however, is not so easy. Of hundreds and 
hundreds of cases we never regretted opening an abdomen to get rid of an 
appendix, but did regret, indeed, reluctant and late decision, which was more 
expensive and serious to both the patient and clinician. Close and steady study 
of the case will help to arrive at the right goal. It is fortunate, as Aguilar Alvarez, 
a leader of Mexican surgery, said, that surgeons nowadays are not called any- 
more to operate an appendiceal perforation or peritonitis. 


Surgical treatment of uncomplicated gastroduodenal ulcer should be dis- 
couraged. There is no need for mutiliating surgery when medical care can alone 
offer better results. Maestro Malda*, early in 1923, called attention to this 
fact. Also, the routine method of absolute rest in bed for weeks, which cripples 
the ulcerous patient physically and morally, should be prohibited. To quote 
Tomas Rojas, a prominent Mexican gastroenterologist, who was put in bed on 
straight milk diet for a month, “I was so crippled that I had to learn how to 
walk”. Treatment of uncomplicated ulcer is ambulatory. 


Perivisceritis is a daily problem to which little attention is paid. It is fre- 
quent because of the abuse of abdominal surgery of which many an inexperi- 
enced surgeon is author. 


In gallbladder surgery bile ducts should be always well explored. According 
to Maingot” incidence of overlooked or recurrent stones in the bile ducts is at 
present much too high, about 25 per cent. Cholangiography which is a great aid 
needs more perfection before it can replace surgical exploration by experienced 
surgeons. Control cholangiography before closing the abdominal incision is 
necessary to verify the clearness of the bile ducts. 
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Strict preoperative and postoperative care has added enormously to the 
efficiency and success of modern surgery. With this vehement desire some of the 
methods have become indiscriminately a routine rule. Routine use of constant 
gastroduodenal suction after every abdominal operation, including cholecystec- 
tomy and intestinal anastomosis, is not only unnecessary, but potentially detri- 
mental?’, Routine use of large quantities of saline solution by venoclysis, which 
exposes and precipitates acidosis particularly in old people, is to be avoided. 
Small quantities may be given safely, however, after 4-5 days of the operation 
to replace salt losses, which are, after all, minimal. Hypodermoclysis with iso- 
tonic or hypertonic solutions may provoke accidents: hypotension, oliguria, 
peripheral vascular collapse*. The prolonged nasogastric tube feeding may cause 
hypernatremia and hypercholeremia with azotemia due to excessive protein in- 
take and dehydration”. 


Excessive diuresis and overhydration should be watched for accidents. The 
former induces hyponatremia, hypokalemia and dehydration; the latter induces 
water intoxication syndrome; nausea, vomiting, bradycardia, dimness of vision, 
muscular twitching, convulsions and coma™. 


When you operate you are not experimenting on a lifeless specimen of flesh, 
but on a human being with a valuable life you are called to save. 


Radioactive substances used for diagnostic and/or therapeutic purposes are 
not devoid of accidents and expose the patient to serious complications. Similar 
sequela will undoubtedly be reported in the near future of radioactive isotopes. 


Daccak*', discussing peptic ulcer treatment in the Middle East, refers to the 
intolerance of many patients to milk, responsible for severe diarrhea whenever 
taken, because of the coexisting amebic colitis. 


We have had the same experience not only in ulcerous patients suffering 
amebic colitis, but with those suffering nonamebic or any colitis. Besides, our 
experience in Mexico where colitis abounds and is as frequent as it is in Near 
and Middle East, is identical. Nevertheless many patients intolerant to straight 
milk tolerated well cooked milk. The intolerance of the inflamed irritable colon 
and its allergic reaction to milk may be due to the fact expressed by Andresen® 
“in my experience milk is the most frequent food allergen, being the cause of 
symptoms in 60 per cent of cases”. 


Fortunately rare cases of alkalosis due to ingestion of absorbable alkalis are 
seen, because absorbable alkalis are not often used as before and if so in very 
small doses. Complications are possible whenever renal insufficiency or damage 
exist. 


The author’s father and three of his immediate family who suffered duode- 
nal ulcer took for years and years between 2-3 teaspoonfuls daily of sodium 
bicarbonate without any sign of alkalosis. 
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And last not least the mouth which, with the teeth, constitutes an integral 
part of the digestive tract and is so to speak its entrance gate with the two 
sentinels, the tonsils, deserves a separate study. I will, however, briefly satisfy 
myself with referring to Zimbron’s* communication on the subject in 1947. 


Taking into account the intimate relationship of the trigeminal and vagus 
nerves through the sympathetic and parasympathetic paths to the buccal 
areas which they innervate, any mechanical or inflammatory irritation may give 
rise to digestive disturbances, such as indigestion, transient diarrhea, simple or 
painful dysphagia, anorexia, aerophagy, etc. An interesting example is the irrita- 
tion caused by an impacted third inferior molar. Extraction of the impaction 
puts immediate end to the digestive symptoms. 


Try to conserve the teeth of your patient because there is a functional defi- 
ciency of mastication between natural and artificial teeth (average pressure 
exerted by natural teeth amounts to 150 pounds, of artificial 60-70) which may 
in the long run cause digestive symptoms. 


In concomitant infections, general and of mouth and teeth, general therapy 
fails to cure unless local care of mouth and teeth is envisaged. 


Chronic pyophagia proceeding from buccal foci is at the root of insidious 
digestive disturbances and will not respond to general treatment. This focal 
infection (of which Andresen’ is a firm believer and champion) may cause 
neurohemopoietic imbalance modifying thus blood picture, reducing red count 
to approximately 50 per cent and elevating white to 35,000 and even more. It 
may produce gastritis, gastroduodenal ulcer and chronic colitis. 


Infection of cavities of fistulized cysts of the maxillae give rise to digestive 
troubles as well. It is remarkable that in such chronic pyogenic infections of the 
mouth, chemotherapy with sulfa and penicillin staff members is absolutely 
useless. 


PROPHYLACTIC RECOMMENDATIONS 


There has been for years a tendency especially in the Western Hemisphere 
to depend mostly upon laboratory expedients and many a medical man and a 
medical center gave them priority over clinical findings. But fortunately this 
feverish desire has lately subsided and the clinic resumes its throne. Speaking 
of the importance of clinic, G. Castafieda®, one of the foremost clinicians of the 
Mexican school, insisted that “clinical diagnosis which is an inference of a long 
or short wave of light, is always the fruit of reasoning. It stands on two legs: 
observation and logic. Intuitive diagnosis, which in common terms means ‘clin- 
ical eye’, attributed to an extraordinary superhuman don, does not exist”. 


The laboratory should be our indicator, not our director. The old dicta: 
“Celui qui questionne bien, diagnostique bien”, “Physical examination is nothing, 
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anamnesis is everything”, “We treat patients and not diseases”, are still and will 
continue to be @ [ordre du jour. 


As the medical profession is sacerdotal and based on sacrifice, its mission 
should be to reduce to the minimum the index of materialism. Why then do we 
not start a move to return, more or less, to the writing of prescriptions instead 
of depending wholly on multiple patented drugs? This old way will oblige the 
practitioner to peruse the choice of medicaments, participate in saving his 
client’s money and rid himself of the “menu prescription”. 


The practice prevailing actually, of refusal to employ or dismissal of re- 
spectable masters crowned with silver locks of accomplished learning and ex- 
perience should be reconsidered and, I daresay, abolished. For knowledge and 
wisdom, there should be no age limit as long as the individual teacher is normal 
and not handicapped physically or mentally. The ripe fruits and the live foun- 
tain of knowledge and experience should be available to the full to the hungry 
and thirsty student body irrespective of race, creed, color or political influences. 
The spirit never ages! 


Iatrogenic diseases are increasing in proportion with modern progress. The 
more rapid strides, trends and new methods of investigation and new drugs, 
whose proficiency and value are undeniable, the more the risks and accidents. 


The best remedy is prudence in its entirety. 


SUMMARY 


Iatrogenic diseases are on the increase and add a new chapter to modern 


pathology. 


Errors of diagnosis, hazards of therapy, misinterpretation of laboratory find- 
ings and abuses of drugs are principal causes of these diseases. 


A detailed survey of the aforementioned topics as well as prophylactic 
recommendations are outlined. 
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P, resident Message 


Elsewhere in this issue you will find the 
tentative programs for the Western and 
Southern Regional Meetings. At the time this 
issue went to press we had not yet received 
the Program of the Central Regional Meeting, 
but I am sure that it will be as good as the 
other two. 


Those responsible for the Regional Meetings are to be congratulated 


on the excellent work they have done. 


It is now time to turn our attention to our 26th Annual Convention 
which is to be held in Cleveland, Ohio, this October. Applications to 
present papers have been mailed to the membership and I am quite 
sure that Dr. Robert R. Bartunek and his Program Committee will wel- 
come hearing from those who may desire to participate. If you have 
not already done so, please send in your application at once so that it 


may be considered. 


There may be some who would like to present Scientific Exhibits. 
Application blanks for this purpose have also been sent to the member- 
ship and these should be returned as soon as possible. 


The Women’s Auxiliary is also preparing a program of activities 


and we will no doubt hear from them soon. 
All of our sessions are planned with you in mind and I urge each 


and every one of you to take advantage of the opportunity of attending 
the Annual Convention as well as the Regional Meeting in your area. 
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NEWS NOTES 


REGIONAL MEETINGS 


Programs for two of the Regional Meetings of the American College of 
Gastroenterology to be held this Spring, have been announced by the respective 
Chairmen. The tentative programs follow and final copies will be mailed to those 
affiliated with the College and residing in the states making up each region. 
Those not affiliated with the College may obtain copies of the final program by 
writing to the Secretary at 33 West 60th St., New York 23, N. Y. 


Western Regional Meeting 


The Western Regional Meeting of the American College of Gastroenterology 
will be held in San Francisco, Calif. on Sunday, 5 March 1961. The sessions, 
which will be held at the Fairmont Hotel, will commence at 10:00 A.M. 


The program is under the Chairmanship of Samuel W. Yabroff, M.D., 
F.A.C.G., Oakland, Calif., Governor of the College for Northern California. 


The Western region consists of the states of Arizona, California, Colorado, 
Idaho, Montana, Nevada, New Mexico, Oregon, Utah, Washington and 
Wyoming. 

Morning session 


1. Functional Disturbances of the Gastrointestinal Tract—Dwight L. 
Wilbur, M.D., San Francisco, Calif. 


Chronic Pancreatitis—Kahn Uyeyama, M.D., San Francisco, Calif. 
Achalasia—Hugo C. Moeller, M.D., San Francisco, Calif. 
Atypical Bacterial Pathogens in the Intestinal Tract—Warren C. Breid- 
enbach, M.D., San Francisco, Calif. 
Afternoon session 
5. Intestinal Absorption—Raymond M. Kivel, M.D., Palo Alto, Calif. 


6. Left-sided Colonic Lesions Masquerading as Examples of Acute Ap- 
pendicitis—Donald C. Collins, M.D., F.A.C.G., Hollywood, Calif. 


Regional Enteritis—Roger C. Simpson, M.D., San Francisco, Calif. 


Southern Regional Meeting 


The Southern Regional Meeting of the American College of Gastroenterology 
will be held in Houston, Texas on Sunday, 19 March 1961. The sessions, which 


169 


P, resident Message 


Elsewhere in this issue you will find the 
tentative programs for the Western and 
Southern Regional Meetings. At the time this 
issue went to press we had not yet received 
the Program of the Central Regional Meeting, 
but I am sure that it will be as good as the 


other two. 


Those responsible for the Regional Meetings are to be congratulated 


on the excellent work they have done. 


It is now time to turn our attention to our 26th Annual Convention 
which is to be held in Cleveland, Ohio, this October. Applications to 
present papers have been mailed to the membership and I am quite 
sure that Dr. Robert R. Bartunek and his Program Committee will wel- 
come hearing from those who may desire to participate. If you have 
not already done so, please send in your application at once so that it 
may be considered. 


There may be some who would like to present Scientific Exhibits. 
Application blanks for this purpose have also been sent to the member- 
ship and these should be returned as soon as possible. 


The Women’s Auxiliary is also preparing a program of activities 
and we will no doubt hear from them soon. 


All of our sessions are planned with you in mind and I urge each 


and every one of you to take advantage of the opportunity of attending 
the Annual Convention as well as the Regional Meeting in your area. 


* 
| | 
| 
| | 
| | 
| 
| | 
| | 
| 
| 


NEWS NOTES 


REGIONAL MEETINGS 


Programs for two of the Regional Meetings of the American College of 
Gastroenterology to be held this Spring, have been announced by the respective 
Chairmen. The tentative programs follow and final copies will be mailed to those 
affiliated with the College and residing in the states making up each region. 
Those not affiliated with the College may obtain copies of the final program by 
writing to the Secretary at 33 West 60th St., New York 23, N. Y. 

Western Regional Meeting 


The Western Regional Meeting of the American College of Gastroenterology 
will be held in San Francisco, Calif. on Sunday, 5 March 1961. The sessions, 
which will be held at the Fairmont Hotel, will commence at 10:00 A.M. 


The program is under the Chairmanship of Samuel W. Yabroff, M.D., 
F.A.C.G., Oakland, Calif., Governor of the College for Northern California. 


The Western region consists of the states of Arizona, California, Colorado, 
Idaho, Montana, Nevada, New Mexico, Oregon, Utah, Washington and 
Wyoming. 

Morning session 


1. Functional Disturbances of the Gastrointestinal Tract-Dwight L. 
Wilbur, M.D., San Francisco, Calif. 


2. Chronic Pancreatitis—Kahn Uyeyama, M.D., San Francisco, Calif. 
Achalasia—Hugo C. Moeller, M.D., San Francisco, Calif. 
Atypical Bacterial Pathogens in the Intestinal Tract—Warren C. Breid- 
enbach, M.D., San Francisco, Calif. 
Afternoon session 
5. Intestinal Absorption—Raymond M. Kivel, M.D., Palo Alto, Calif. 


6. Left-sided Colonic Lesions Masquerading as Examples of Acute Ap- 
pendicitis—Donald C. Collins, M.D., F.A.C.G., Hollywood, Calif. 


Regional Enteritis—Roger C. Simpson, M.D., San Francisco, Calif. 


Southern Regional Meeting 


The Southern Regional Meeting of the American College of Gastroenterology 
will be held in Houston, Texas on Sunday, 19 March 1961. The sessions, which 


169 


170 


THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


will be held in the Jesse H. Jones Library Building of the Texas Medical Center, 
will commence at 9:00 A.M. 


The program is under the Chairmanship of Ralph D. Eichhorn, M.D., 
F.A.C.G., Houston, Texas and H. B. Eisenstadt, M.D., F.A.C.G., Port Arthur, 
Texas, Governor of the College for Texas. 


The Southern region consists of the states of Alabama, Arkansas, Florida, 
Georgia, Kentucky, Louisiana, Mississippi, North Carolina, Oklahoma, South 
Carolina, Tennessee, Texas and Virginia. 


Morning session 


1. 


Significance of the Rokitansky-Aschoff Sinus—Bela Halpert, M.D., 
F.A.C.G., Houston, Texas. 


2. Gastric Cytology—W. T. Arnold, M.D., Houston, Texas. 


6. 


. Gastroscopy—Robert Nelson, M.D., Houston, Texas. 
. Hemigastrectomy and Vagotomy—George Jordan, M.D., Houston, Texas. 
. Experiences with DPA and KIK Reactions in the Gastric Juice of Pa- 


tients with Gastric Cancer—Marcel Patterson, M.D., Galveston, Texas. 


Abdominal Angina—George Morris, M.D., Houston, Texas. 


Afternoon session 


7. Newer Concepts of Bilirubin Metabolism—Henry Laurens, M.D., 


Temple, Texas. 


. The Clinical Picture of Small Bowel Tumors—A. Compton Broders, Jr., 
M.D., Temple, Texas. 


. Atypical Abdominal Syndromes—H. J. Roberts, M.D., Palm Beach, Fla. 


. Benign Esophageal Lesions—Roger Holland, M.D., San Antonio, Texas. 
11. 


Determination of Intragastric and Duodenal pH—Nathaniel Edward 
Rossett, M.D., F.A.C.G., Memphis, Tenn. 


The Central Regional Meeting will be held at the Schroeder Hotel in Mil- 
waukee, Wisc., Sunday afternoon, 16 April 1961, following the Semi-Annual 
Meeting of the Board of Trustees of the American College of Gastroenterology. 
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NEWS NOTES 


FELLOwsuHIP Keys 


Keys for Fellows of the American College of Gastroenterology 
have been authorized by the Board of Trustees. An illustration of 
_ the key is at the left. , 


These may be ordered from the headquarters office, 33 West 
60th Street, New York 23, N. Y., at $10.00 each including federal tax 
and shipping charges. 


The reverse side of the key will be engraved with your name 
and the date of your election to Fellowship. Send your order today. 


Iu Memoriam 


We record with profound sorrow the passing of Dr. John D. Yeagley, York, 
Pa., Fellow and Dr. Lester R. Whitaker, Portsmouth, N. H., Fellow of the 
American College of Gastroenterology. We extend our deepest sympathies to 
the bereaved families. 
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STOMACH 


TOTAL GASTRECTOMY: P. Chrysopathis, V. Golematis and M. Sakai. J. Internat. 


Coll. Surgeons 32:17 (July), 1959. 


In this survey the authors present the 
conclusions of their experience with 22 pa- 
tients who had total gastrectomies. In their 
opinion total gastrectomy is indicated only 
when removal of all malignant tissue is 
possible and should not be resorted to for 
palliation. The authors divide the series 
into two groups A and B. In the A series 


continuity of the alimentary tract is per- 
formed via an esophagojejunal anastomosis. 
In the B series continuity was accomplished 
by transplanting a loop of jejunum between 
the esophagus and the duodenum. In the 
authors’ hands the latter method proved to 
have some advantages over the former. 
BERNARD J. FICARRA 


HEMORRHAGIC (EROSIVE) GASTRITIS: O. M. Jankelson, I. R. Jankelson and N. 
Zamcheck. Am. J. Digest. Dis. 4:603-627 (Aug.), 1959. 


Hemorrhagic gastritis, despite a volumi- 
nous literature on gastrointestinal hemor- 
rhage, has not received sufficient recogni- 
tion as a clinical entity. The authors 
present 21 case histories in which the diag- 
nosis had been made by gastroscopy, sur- 
gery, or necropsy. Hemorrhagic gastritis is 
characterized by a diffuse loss of the super- 


ficial layer of t pecs mucosa. The bleeding 


is usually mild and often recurrent. Symp- 
toms are as a rule mild and _ nonspecific. 
The condition may be the result of various 
preceding and precipitating events or ma 
appear without apparent cause. Our knowl- 
edge of the disease is incomplete. 
WALTER CANE 


GASTRIC ADENOMAS: A CLINICOPATHOLOGIC STUDY OF 17 CASES: Joseph M. 
Robert, Joseph E. Nohlgren and John Wayne Loomis. Am. J. Surg. 98:223 (Aug.), 


1959. 


For the purpose of this study, gastric 
adenomas have been defined as epithelial 
neoplasms composed largely of mucus- 
secreting glands which arise from the gas- 
tric mucosa and extend into the lumen as 


polyps of varying size. They occur most 
frequently in the pyloric antrum, but may 
be found in any part of the stomach. 

The necessity of careful radiologic exam- 
ination with gradual compression of the 
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stomach under fluoroscopy is stressed. Spot 
roentgenographic views are 
permanent records. The shadow of an ade- 
noma is characterized by a sharply defined 
margin at the junction with the neighbor- 
ing barium. The lesion may be round, mul- 
tilobulated, or pedunculated. Adenomas 
may also be shown by double contrast 


methods. The x-ray technic is given in 
detail. 

A series of 17 cases with gastric ade- 
nomas is presented. The pathological mate- 
rial found at operations is reviewed and 
summarized. 


Cart J. DePaizio 


STOMAL INFLUENCE ON DUODENAL STUMP LEAKAGE: Edward L. Doermann. 


Ohio M. J. 55:1098 (Aug.), 1959. 


A leaking duodenal stump occurs in 3-4 
per cent of gastric resections and is due to 
technical flaws in the gastroenteric anasto- 
mosis. The longer afferent loop in the ante- 
colic anastomosis predisposes to kinking 
and obstruction with increased pressure on 
the suture line. There is a discussion of the 
influence of gravity and peristalsis. The au- 


thor believes that the best anastomosis is a 
with the proximal loop 
placed to the lesser curvature of the gastric 
remnant and as close to the ligament of 
Treitz as possible, i.e., a retrocolic anasto- 
mosis as close to the duodenum as possible. 


ARNOLD STANTON 


RESERPINE-INDUCED GASTROINTESTINAL HEMORRHAGE: D. A. Duncan and 
William Fleeson. J.A.M.A. 170:1661 (1 Aug.), 1959. 


A case of acute upper gastrointestinal 
hemorrhage occurred within 24 hours of 
initiation of therapy with reserpine. The 
patient received a relatively large dose (5 
mg. intravenously and 2 mg. orally). Roent- 
en studies failed to reveal the source of 


bleeding and healing occurred promptly 


on a bla 
continued. 
The authors point out that in man 1 mg. 


diet after the drug was dis- 


of reserpine given intravenously, and oral 
doses as s as 0.5 mg., produced a 
marked hyperchlorhydria which began in 
30 minutes, persisted at least 4 hours, and 
was the same in ulcer and nonulcer pa- 
tients. However, considering the large num- 
ber of patients who have been treated with 
the drug, it is not a frequent complication. 


SaMuEL M. GILBERT 


EFFECT OF OPERATIVE PROCEDURE ON GASTRIC ACIDITY OF ANESTHE- 
TIZED CHILDREN: Manuel Fernandez. J. Michigan M. Soc. 58:1270 (Aug.), 1959. 


The author studied the effect of anesthe- 
sia and surgical operation on the gastric 
acidity on 13 children ranging in age from 
less than one month to over four years. The 
conventional method of titration was used. 
The first specimen was collected after the 
anesthetic was started, and was considered 
to show the effect of anesthesia. The sec- 
ond during the operative procedure to show 
the effect of the operation. He compared 
his results with the gastric acidity of in- 
fancy and childhood obtained by Wolman 
after histamine stimulation. The result par- 
allels those obtained by histamine stimula- 
tion. At times the anesthesia caused higher 
levels, at other times the surgical proce- 


dure. He compared these results with the 
effect of anesthesia and surgical procedure 
on the plasma 17-hydroxycorticosteroids, a 
rise in which is taken to indicate increased 
adrenal corticoid activity. The plasma 17- 
hydroxycorticosteroids rises both in anes- 
thesia and during the operation period. 
This raises the question, which has re- 
ceived considerable investigation, as to the 
relation between the hypothalmus-anterior- 
pituitary-adrenal system and gastric secre- 
tory activity. The author feels that he does 
not have enough data in his own experi- 
ments to answer the question. 


SaAMuEL L. ImMMERMAN 
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INTESTINES 


GASTROINTESTINAL BLEEDING IN PHEOCHROMACYTOMA AND FOLLOWING 
THE ADMINISTRATION OF NOREPINEPHRINE (ARTERENOL): Paul J. Rosch. 
A.M.A. Arch. Int. Med. 104:175 (Aug.), 1959. 


Abdominal pain, nausea and vomiting 
are frequent symptoms of pheochromocy- 
toma. However, gastrointestinal bleeding 
may occur, frequently severe and some- 
times exsanguinating. Similar hemorrhages 
have been observed experimentally in ani- 
mals after intravenous infusion of Nore- 
pinephrine. The cause is either an ulcera- 
tion of the stomach and bowels, or an in- 
farction of the bowel following vasocon- 


striction with ischemia. The same mech- 
anism is responsible for bowel perforation 
following excessive amounts of Norepine- 
hrine. These complications make an in- 
Hiscriminate use of Norepinephrine in the 
treatment of shock undesirable, particularly 
if concomitant use of ACTH or adrenal 
steroids may add to the weakening of the 
bowel wall. 

H. B. E1senstapt 


CARCINOID TUMORS OF THE RECTUM: Grosvenor T. Root, William Leddy and 
James L. MacDonald. Am. J. Surg. 98:243 (Aug.), 1959. 


Rectal carcinoids are relatively a to- 
matic except for occasional rectal bleedin 
due to superficial mucosal ulceration an 
are usually discovered during rectal or sig- 
moidoscopic examination. A comparison of 


the incidence, symptoms, and pathology of 


rectal carcinoids with those elsewhere in 
the intestinal tract is given. The micro- 
scopic picture of the nests or columns of 
small uniform round polygonal epithelial 
cells lying in a fibrous stroma is quite diag- 
nostic of carcinoid tumor. Frequently, su 

tumors in the appendix and small intestine 
display the property of argentaffinity, how- 
ever, this is rarely noted in rectal carci- 


noids. The authors discuss the effect of car- 
cinoids in the blood serotonin levels (in- 
creased secretion of 5 hydroxytryptamine). 
Two case reports are presented, one 
proved and one probable, with extensive 
metastasis to the liver, and one case of a 
10-year old boy with a large primary rectal 
tumor. None revealed any elevation in the 
serotonin levels. Radical resection of the 
rectum is urged for patients who have rec- 
tal carcinoids over 1 cm. in size or for any 
carcinoid tumors revealing ulceration, fix- 
ation, or infiltration of the rectal wall. 


J. DePrrzio 


HIRSCHSPRUNG’S DISEASE WITH EXTENSIVE AGANGLIONIC SEGMENTS: 
Burton E. Adams and Robert M. Adams. Am. J. Surg. 98:248 (Aug.), 1959. 


Four cases of Hirschsprung’s disease with 
extensive aganglionic segments are present- 
ed and discussed. Hirschsprung’s disease 
should be suspected when signs and symp- 
toms of a obstruction develop in 
an infant or child. Complete physical ex- 
amination is imperative in children. Rectal 
examination reveals an empty, snug rec- 
tum, as though there was a stenosis just 
above the examining finger. Next, a roent- 
genogram of the abdomen is taken which 
will show excessive gas in the small and 
ev the large bowel, but not in the 
ower part of the colon. The clinical pic- 
ture is that of partial intestinal obstruction. 

Treatment consists of a prompt colos- 


tomy, preferably placed a short distance 
proximal to the transition of normal to 
— bowel. When relief is not pro- 
vided by colostomy in patients with exten- 
sive aganglionic segments, it is highly dis- 
astrous. Swenson recommends early colos- 
tomies in babies with short segments in 
order to avoid the severe gastroenteritis to 
which these patients are subject. If the 
colostomy is not placed proximal enough 
to be in the normal colon decompression 
will not occur. The definitive procedure, a 
Swenson pull-through is delayed until the 
baby reaches the weight of 25 to 30 
pounds. 

Cart J. DePrizio 
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ABDOMINAL PARACENTESIS AS A DIAGNOSTIC AID: N. D. Chapman, L. M. 
Nyhus and H. N. Harkins. J.A.M.A. 170:1625 (1 Aug.), 1959. 


This diagnostic aid had been of great 
value in clarifying a confusing clinical pic- 
ture in certain patients who do not present 
clear-cut indications for or against opera- 
tive therapy. The authors used the proce- 
dure in 41 patients who had sustained blunt 
trauma to the abdomen or had confusin 
abdominal diagnostic problems. They 
no complications but caution against rou- 
tine use of this diagnostic procedure espe- 
cially in situations where there is some 
inflammatory component, either within or 


without the intestinal lumens. In such cases 
— in bacteria and 
ymp tes, wi evelop suggesting a 
ruptured viscus within the — The 
oe seems most valuable when a 
emoperitoneum is demonstrated. A dis- 
tended abdomen is not a contraindication 
since accidental penetration of the lumen 
of the intestines is not usually followed by 
leakage. 

SAMUEL M. GILBERT 


LIPOMA OF THE COLON, REPORT OF A CASE DIAGNOSED ROENTGENO- 
GRAPHICALLY: Richard H. Marshak and Arnold Gerson. Am. J. Digest. Dis. 4:628- 


633 (Aug.), 1959. 


A proven case of lipoma of the colon is 
presented in which x-ray findings were 
characteristic enough to permit correct di- 
agnosis prior to surgery. The right side of 


the colon is the most frequent site of lipo- 
ma. The filling defect caused by it is intra- 


luminal, radiolucent, has sharp and smooth 
contours, és lobulated and often large in 
size, has a wide icle attachment, and 
shows inconstant pe due to softness of 
the tumor. 

CANE 


MESENTERIC CYSTS WITH MALROTATED INTESTINE: J. F. R. Bentley and 
M. B. O’Donnell. Brit. M. J. 5146:223 (22 Aug.), 1959. 


Four cases of mesenteric cysts are de- 
scribed associated with malrotation of the 
intestine in three youngsters and one in- 
fant. The association of this rare lesion in 
four cases of malrotation prompts the au- 


thors to suggest that they be sought in all 
cases of malrotation and conversely that 
when mesenteric cysts are found malrota- 
tion be excluded. 

D. EIcHHORN 


MESENTERIC ADENITIS IN ASSOCIATION WITH ASCARIASIS: H. S. Kirthi 
Singha. Brit. M. J. 5146:220 (22 Aug.), 1959. 


The author describes 5 cases which oc- 
curred in his practice in India within one 
year wherein mesenteric adenitis occurred 
as a consequence of roundworm (ascaris 
lumbricoides) infestation. He stresses that 
this lymphadenitis is unassociated with pre- 
vious sore throat, etc., and cervical node 
enlargement as is ordinary mesenteric 


lymphadenitis. Also it is frequently mis- 
taken for acute a oe The difficulties 
inherent in the di erential and the clinical 
features, operative and histologic findings 
and the treatment of this clinical entity 
are discussed. 


D. E1cHHORN 


VOLVULUS OF THE TRANSVERSE COLON DUE TO CONGENITAL BANDS: 
Don C. Weir and Julio C. Wong. Missouri Med. 56:908 (Aug.), 1959. 


The vast majority of cases of volvulus of 
the intestines are acquired and occur rather 
frequently. Those due to congenital condi- 
tions are rare. The authors report a case of 
volvulus of the transverse colon due to con- 


genital bands, which produced a blind loop 
obstruction. In their case the barium enema 
roentgen examination revealed two areas of 
constriction involving the transverse colon; 
one, proximal to the splenic flexure, the 
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other, distal to the hepatic flexure; with 
dilatation of the intervening segment. The 
transverse segment of the colon was ob- 
served to rotate on its longitudinal axis to 


180 degrees. To relieve the condition it 
was necessary to resect the affected colon. 


Zacu. R. MorcAN 


REPORT ON A STUDY OF AMEBIASIS IN THE CLEVELAND AREA: Walter L. 
George and John Messina. Ohio M. J. 55:1100 (Aug.), 1959. 


This is a study of 2,000 patients over the 
past nine years. The diagnosis of amebiasis 
was made in 175 cases. The diagnosis was 
made by finding E. Histolytica in the stools, 
and was aided by serological examination 
using an antigen developed by the authors. 
Two-thirds of the patients had diarrhea al- 


ternating with constipation; in the remain- 
der the bowel habits were normal. Treat- 
ment consisted of diodoquin, milibis with 
aralen, or emetine if the liver was involved. 
Half of the cases required a second course 
of therapy. 

ARNOLD STANTON 


PEUTZ-JEGHERS SYNDROME: FOLLOW-UPS ON PATIENTS REPORTED ON IN 
THE LITERATURE: Austin H. Kutscher, Edward V. Zegarelli, Robin M. Rankow, 
James L. Mercandante and Naphtali Kupferberg. Am. J. M. Sc. 238:180-186 (Aug.), 


1959. 


Peutz-Jeghers syndrome is characterized 
by the deposition of melanin-pigmented 
spots noted on the lips and in the mouth 
and occasionally on the skin accompanied 
by polyposis of the intestine. The polyps, 
most often observed in the small intestine, 


may cause obstruction, bleeding, or malig- 
nant degeneration. 


RESULTS OF SUCTION THERAPY IN 


Twenty patients reported since the dis- 
ease mat frst described in 1949 are fol- 
lowed through their original reporting phy- 
sicians and conclusions over this period 
ranging from one to eight years, suggest a 
low incidence of malignancy, a high degree 
of chronicity. 

BERNARD FARFEL 


THE TREATMENT OF ILEUS AND 


PERITONITIS: Z. Mester. J. Internat. Coll. Surgeons 32:243 (Sept.), 1959. 


The author discusses results in treatment 
of ileus with suction therapy during the 
seven years. The method of 

ecompression is aspiration of the gastric 
contents through a gastric tube. Various 
methods of suction are discussed and the 
literature on the subject is carefully re- 
viewed. Suction therapy is considered a 
symptomatic treatment combating disten- 
tion, but not correcting the cause of ileus. 
The paper emphasizes the fact that suction 
therapy cannot take the place of surgery, 


but could be used routinely with all pa- 
tients having ileus. It is also suggested that 
a tube be passed prior to surgery. Cases of 
paralytic ileus due to peritonitis respond 
well to suction therapy. Misuse of the Can- 
tor tube is yao and method of pre- 
venting complications are gone into. Suc- 
tion was only used in severe cases. Proper 
of procedure is given in great 
etail. 


ABRAHAM BERNSTEIN 


FIVE YEARS OF CONSERVATIVE TREATMENT OF ACUTE APPENDICITIS: 
Eric Coldrey. J. Internat. Coll. Surgeons 32:255 (Sept.), 1959. 


This paper deals with the study of acute 
appendicitis using conservative therapy. 
Preceding 1953 most patients with acute 
appendicitis and abscess at Surgical Clinic 
in Rotherham Hospital, Ttentens Eng- 
land, were treated conservatively. The re- 
sults were so satisfactory that by using a 


wider range of antibiotics more patients 
with acute appendicitis without abscess for- 
mation were treated by the conservative 
method. The author reports 471 cases of 
acute appendicitis with only one death, and 
that of a man age 78 who was a poor 
surgical risk. All these cases were treated. 
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conservatively by means of bed rest, huge 
doses of antibiotics and intravenous ther- 
apy. In cases of vomiting, gastric suction 
was, used 

Most surgeons today accept conservative 
method of treatment for acute salpingitis 
and acute cholecystitis. 


This pa oes into great detail show- 
ing is also amenable 
to conservative therapy. 

Of course, this is the author's opinion 
and a good many surgeons would not agree 
with this. 

ABRAHAM BERNSTEIN 


BENIGN CECAL LESIONS ASSOCIATED WITH APPENDICITIS: Lt. L. C. Getzen, 
MC, USN and Capt. M. L. Gerber, MC, USN. Am. J. Surg. 98:598 (Oct.), 1959. 


Three cases of cecal abnormalities, asso- 
ciated with appendicitis, either initially or 
postoperatively are reported. One case was 
of granulomatous appendicitis treated by 
appendectomy; the second of adhesions 
from the internal inguinal ring to the a 
— base, treated by lysis of the ad- 

esions; and the third case, a silk stitch 
granuloma of the appendiceal stump, asso- 
ciated with palpable mass and regional 
ee and treated by resection of the 
ascending colon. 

Three types of radiologic evidence of 
abnormalities of the cecum following ap- 
pendectomy are listed: 1. the ring-shadow 
of the inverted appendiceal stump, 2. the 


nipple-like defect of the noninverted ap- 
pendiceal stump and 3. defects associated 
with adhesions. 

Polypoid lesions of the cecum, however, 
cannot be differentiated from the ring- 
shadow of the inverted stump in all cases. 
If the diagnosis is not certain, exploration 
and biopsy should be performed. If lymph- 
adenopathy is present and the diagnosis is 
in doubt, resection of the ascending colon 
is probably the safest procedure. The 
nipple-like defect should not be confused 
with any other lesion. If the ptoms are 
associated with lesions compatible with ad- 
hesions, the latter should be freed. 

Cart J. DePrrzio 


LIVER AND BILIARY TRACT 


RECURRENT JAUNDICE OF PREGNANCY, A CLINICAL STUDY OF TWENTY- 
TWO CASES: A. Svanborg and S. Ohlsson. Am. J. Med. 27:40 (July), 1959. 


Clinical observations and the results of 
liver function tests in 22 patients with 
what the authors have designated recur- 
rent jaundice of pregnancy are reported. 
The disorder differs clinically and in other 
manifestations from other types of jaun- 
dice occurring during pregnancy. 

Seven patients showed a drop in the 
proconvertin-prothrombin levels of the se- 
rum and a potential general tendency to 
bleeding. Hemorrhage can be prevented 
by the parenteral administration of Vita- 
min K. 


All patients who had had jaundice dur- 


ing a prior pregnancy had a recurrence of 
the disease in a subsequent pregnancy 
with a strikingly similar course. 

Histologic observations as studied by a 
liver biopsy were dominated by signs of 
biliary stasis with dilatation of the bile 
ducts and accumulation of masses of bile 
pigment. 

The prognosis appears to be good and 
residual symptoms have not been demon- 
strated even after 3 recurrences. 

The cause of the disease seems to be 
impairment of the bile flow. 

Joun M. McManon 


CHOLESTASIS DUE TO PROCHLORPERAZINE: Albert Weinstein, B. J. Alper and 
J. R. Dade. J.A.M.A. 170:1663 (1 Aug.), 1959. 


The authors report a case of classic 
cholestatic jaundice in a patient who re- 
ceived 5 mg. 4 times a day of Prochlor- 
perazine (Compazine) for three weeks. 


The diagnosis was confirmed by liver 


biopsy. The authors recommend the same 
care and caution in the use of Chloropera- 
zine as with Chlorpromazine (Thorazine) 
even though the incidence of cholestasis 
has been much less with Chloroperazine. 
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Daily quantitative fecal urobilinogen stud- 
ies were helpful in following the progress 
of the disease. The mechanism of clearin 
of the jaundice is related to a mechanic 
discharge of the retained bilirubin into the 


THE SIGNIFICANCE OF GALLBLADDER 


biliary tract and the intestinal lumen, and 
this may be measured by quantitative fecal 
urobilinogen determinations. 


SAMUEL M. GILBERT 


DEFORMITIES: Edward M. Cook, Jr., 


Richard E. Kinzer and Charles F. Melchor. Illinois M. J. 116:129 (Sept.), 1959. 


This article is an interesting study of 
various deformities of the gallbladder, as 
evident at cholecystography, that are not 
necessarily due to cholelithiasis and yet 
are sufficient cause to consider cholecys- 
tectomy. For instance, one of the deformi- 
ties, of which several excellent pictures 
are used in demonstration, is at of 
cholecystitis glandularis. These are well 
demonstrated in the roentgenograms and 
it is felt that these are due to chronic 
inflammatory changes in the gallbladder 
wall. 


Other deformities of the gallbladder 
which are demonstrated are various types 
of constrictions of the gallbladder wall 
which are secondary to inflammation of 
the gallbladder. In one of these cases, the 
authors were able to show the progress 
over a period of 13 years a 
the chronic inflammation being the cause 
the deformity. They also demonstrate very 
excellent pictures of the commonly seen 
Phrygian cap deformity which has no 
clinical significance. 

PauL LEDBETTER 


ADRENAL CORTICAL FUNCTION AND LIVER DISEASE IN ALCOHOLICS: 
Benjamin Kissin, Victor Schenker and Anne C. Schenker. Am. J. M. Sc. 238:344-353 


(Sept.), 1959. 


Previous work suggesting that alcoholics 
have adrenal and fur- 
ther reports showing them not to differ 
significantly from normal are reviewed. 

is paper relates changes in adrenal cor- 
tical function in alcoholism to disturbances 
in liver function due to alcoholism. Activ- 


ity is related to the degree of alcoholism 
and measurement is made after study of 
urinary 17-hydroxycorticoids, ACTH-eosin- 
ophil response, and exogenous hydro- 


cortisone clearance. 


BERNARD FARFEL 


RENAL INSUFFICIENCY AFTER ORAL ADMINISTRATION OF A DOUBLE 
DOSE OF A CHOLECYSTOGRAPHIC MEDIUM: REPORT OF TWO CASES: 
Robert M. Rene and Sherman M. Mellinkoff. New England J. Med. 261:589 (17 Sept.), 


1959. 


Iopanoic acid has been used orally for 
visualization of the gallbladder in doses of 
3.0 gm., and usually concentrates suffi- 
ciently to outline clearly the organ and 
biliary system. The infrequent side-effects 
have been simply nausea, vomiting, diar- 
rhea and dysuria. 

Often 3.0 gm. does not present clear 


visualization and subsequently a double 
dose of 6.0 gm. is used to obtain desired 
results, 

After such administration two cases of 
renal insufficiency developed. Both made 
uneventful recoveries. 


J. Epwarp Brown 


CHRONIC LIVER DISEASE WITH A “LUPUS ERYTHEMATOSUS-LIKE SYN- 
DROME”: Alan R. Aronson and Max M. Montgomery. A.M.A. Arch. Int. Med. 
104:544 (Oct.), 1959. 


Some cases of severe acute chronic 
hepatitis or postnecrotic cirrhosis particu- 
larly in young females have been associ- 
ated with rheumatoid arthritis, with pleu- 


ritis, pericarditis, periodic fever, and der- 
matitis of face and exposed parts of the 
body, encephalopathy and splenomegaly. 
Laboratory abnormalities consisted of hy- 
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positive Coomb’s 
and cold agglutination tests, hemolytic 
anemia, leukopenia, false positive Wasser- 
mann and positive L.E. cell test. These 
cases have hon considered to represent 
systemic lupus erythematosus with partic- 
ularly severe liver involvement. However, 
the abnormal liver function tests, the se- 
vere pathological liver changes are unusual 


in SLE. On the other hand, typical patho- 
logical findings of SLE are absent in these 
cases, Therefore, the authors believe that 
lupoid hepatitis represents a separate en- 
tity, er a severe liver disease with 
an abnormal immunological response re- 
sembling but not identical with SLE. 


H. B. 


THE EFFECT OF TOLBUTAMIDE (ORINASE) ON THE LIVER: Bernard A. Beber 
and Meyer Beber. Am. J. M. Sc. 238:433-442 (Oct.), 1959. 


Six adult diabetic patients were followed 
with hepatic function studies while on 
Orinase Cholesterol, serum pro- 
tein, cephalin flocculation, BSP retention, 
and prothrombin times were studied. Three 


liver biopsies were studied. Orinase was 
felt to cause no abnormality of liver func- 
tion or histologic appearance of the liver. 


BERNARD FARFEL 


PANCREAS 


CYSTIC FIBROSIS OF THE PANCREAS IN A YOUNG ADULT: Robert Frazier and 
William J. Rowe. Arch. Int. Med. 103:607 (Apr.), 1959. 


Cystic fibrosis of the pancreas is in- 
frequently observed beyond puberty. An 
18-year old youth is reported who had been 
treated for asthma since childhood because 
of shortness of breath and wheezing. He 
had also repeated episodes of respiratory 
infections and of hemoptysis. There was a 
copious mucopurulent expectoration. In ad- 
dition, he complained of frequent malo- 
dorous bulky bowel movements. X-ray ex- 
amination of the chest showed heavy peri- 
bronchial infiltrations which were proven 
to be due to bronchiectasis by a broncho- 
gram. Pancreatic steatorrhea was demon- 
strated by radio-iodinated triolein absorp- 


tion and Vitamin A tolerance tests. The 
diagnosis of pancreatic fibrosis was con- 
firmed by determination of the chloride 
concentration in the sweat which exceeded 
the normal values significantly. Adrenal 
insufficiency —the only other entity pro- 
ducing such sweat chloride changes — could 
be excluded. Portal hypertension, biliary 
cirrhosis and hypersplenism are quite com- 
monly observed in older children with 
= fibrosis. These changes, however, 
ave not been observed in the reported 
patient and were not found in the other 
adult cases. 

H. B. E1sENsTapt 


MEDICAL ASPECTS OF PANCREATITIS: Thomas E. Machella. J.A.M.A. 169:1571 


(4 Apr.), 1959. 


The main varieties of pancreatitis ob- 
served clinically are edematous, hemor- 
rhagic and suppurative. The acute attack 
seems to follow the intake of a heavy meal, 
the abuse of alcohol and emotional stress. 
Bile reflux, hyperlipemia, malnutrition, 
trauma, hyperparathyroidism, 

g a 


inistration, infection, vascular 


disease, allergy and neuropathology may be 
a 


contributing factors. The clinical findings 
of acute pancreatitis consist of severe and 
prolonged pain, usually epigastric, radiating 


to the back and relieved by bending 
forwards, nausea, vomiting, ileus or diar- 
rhea. Fever, tachycardia collapse, jaundice, 
tetany, atelectasis, pleural ef- 
fusion, hemorrhagic discoloration of ab- 
dominal wall or loins and firm tender fixed 
mass may be observed. Increase of serum, 
urinary and peritoneal amylase are the cru- 
cial laboratory findings. Leucocytosis, hypo- 
calcemia, hyperglycemia, hyperlipemia and 
abnormal liver function tests are of lesser 
importance. X-ray may show a sentinel loop, 
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isolated gaseous distention of the right 
half of the colon and diffuse calcification 
of the pancreatic region. After-meal promi- 
nence of the papilla and extrinsic pressure 
defects, obstructions and displacements of 
stomach, duodenum or colon may be a 

parent. Differential diagnosis must include 
perforated ulcer, coronary thrombosis, bili- 


ary colic, intestinal obstruction and vascular 
accident. Complications are shock, peritoni- 
tis, internal hemorrhage, septicemia, portal 
thrombosis, hemorrhagic diathesis and dia- 
betic coma. Treatment is mostly medical 
but must be individualized. 


H. B. Etsenstaptr 


FATAL GASTROINTESTINAL HEMORRHAGE DUE TO CHRONIC RELAPSING 
PANCREATITIS: Rudiger Breitenecker. New England J. Med. 260:1167 (4 June), 


1959. 


Chronic relapsing pancreatitis rupturing 
into the gastrointestinal tract can cause 
gastrointestinal bleeding on rare occasions. 
The authors present two such cases, one 
with abscess formation and the other even- 
tuating in a pseudocyst. 


In massive gastrointestinal hemorrhage of 

undetermined etiology chronic relapsing 

ancreatitis should be considered in the dif- 
erential diagnosis. 


A. M. 


PANCREATIC APOPLEXY. REPORT OF A CASE TREATED BY PARTIAL PAN- 
CREATECTOMY, WITH RECOVERY: Andrew Chau, W. N. Robson Grier, Robert 
B. Pfeffer, George Mixter, Jr. and J. William Hinton. Am. J. Surg. 97:789 (June), 


1959. 


The writers present a case which they 
consider unique in their experience and no 
similar case has been disclosed in the litera- 
ture. A 35-year old negro man was admitted 
to the hospital with the complaint of severe 
abdominal pain for 23 hours. There was a 
sudden onset of sharp pain in the epigas- 
trium, followed by repeated pode 2 of 
vomiting, and the pain fluctuated in inten- 
sity, radiating to the right upper quadrant 
and to the hak The ph was 
101.4° F, The abdomen was tender and 
rigid all over with exquisite pain in the left 
upper quadrant. Laboratory studies showed 
amylase 390, rising to 690 units per cent. 
No mass was palpable. Abdominal tap 
yielded thick, yellowish material containing 
2,400 units of amylase per cent. The patient 
was made ready and exploration was per- 
formed. 


An acutely inflamed necrotic mass was 
found involving the pancreas, but limited 
to the tail He part of the body. The in- 
volved mass was resected —about 40 per 
cent of the total gland — together with two 
small accessory spleens. The patient had a 
rather stormy convalescence, developing in 
turn, phlebitis, abdominal abscess, and en- 
teritis with diarrhea. He was discharged 
after two months, feeling well and all 
laboratory values were within normal limits. 

The authors believe that the resection of 
the pancreas was justified and undoubtedly 
contributed to the final recovery. It is their 
opinion that the vascular insufficiency 
caused by an acute hemorrhagic pancrea- 
titis is a very fatal disease, and without re- 
section the patient would not have survived. 


Cart J. DePrizio 


PROGRESS OF MEDICAL SCIENCE; SURGERY—RECENT ADVANCES IN THE 
UNDERSTANDING AND TREATMENT OF PANCREATITIS: C. Jackson France, 
Powell Perkins and Daniel Edwards. Am. J. M. Sc. 238:231-243 (Aug.), 1959. 


This excellent review has the expressed 
purpose of reviewing experimental and 
clinical data upon which current concepts 
and management of inflammatory disease 
of the pancreas are based. This discussion 
includes pathogenesis of acute pancreatitis 


and a discussion of medical and surgical 
management of the disease. The use of 
blood, antibiotics, adrenal corticoids, and 
several surgical procedures are discussed. 


BERNARD FARFEL 


ABSTRACTS 


PATHOLOGY AND LABORATORY RESEARCH 


COAGULATION DEFECTS IN LIVER DISEASE AND RESPONSE TO TRANS- 
FUSION DURING SURGERY: R. B. Finkbiner, J. J. McGovern, R. Goldstein and 
J. P. Bunker. Am. J. Med. 26:199 (Feb.), 1959. 


Coagulation studies were performed in 
21 patients with liver disease, one patient 
with obstructive jaundice and three patients 
with extrahepatic portal hypertension. 

The coagulation defect in liver disease 
was found to be a multiple one involving 
platelets, accelerator globulin, prothrombin, 
proconvertin, PTC and possibly other un- 
identified serum and plasma thromboplastic 
factors. The degree of impairment roughly 
paralleled the severity of the liver disease. 
Fibrinolysis of variable degree was ob- 
served in 20 per cent of the patients, 
usually in the presence of normal fibrinogen 
levels, and in an additional 25 per cent 
fibrinolytic activity developed during sur- 

ery. 

“ The prothrombin time was found to be 
the best screening test available for the 
evaluation of the plasma coagulation me- 


chanism of these patients. The platelet de- 
peaies did not necessarily parallel the 
epression of the other coagulation factors. 

Severe plasma coagulation abnormalities 
were corrected partially for 24 to 48 hours 
by the combined use of fresh and stored 
blood. The superiority of fresh blood over 
stored bank blood was concluded to be, to 
a large degree, the result of the greater 
concentration of accelerator globulin and 
the viability of the platelets in fresh blood. 

Abnormal oozing was noted during sur- 
gery but uncontrollable hemorrhage was 
not encountered in the patients studied. 
Postopera*ive hemorrhage occurred in two 
— one a spontaneous hemorrhage 
rom a hepatoma and the other associated 
with hypofibrinogenemia and fibrinolysis. 


Joun M. McManon 


SERUM EXOPEPTIDASE ACTIVITY IN DISEASES OF THE PANCREAS: M. E. 
Brown. New England J. Med. 260:331 (12 Feb.), 1959. 


A simple colorimetric method for deter- 
mining the arginine exopeptidase activity 
of serum on benzoyl-l-arginine ethyl ester 
is described. The number of micromols 
hydrolyzed per hour per milliliter (units) 


in 8 normal males was between 14.4 and 
18.8, An increase in serum activity (over 
30 units) appears to be associated with 
pancreatic diseases. 

Jacos A. Riesz 


IDIOPATHIC HEMOCHROMATOSIS (WITH REFERENCE TO 16 CASES). A 
CLINICAL AND BIOLOGICAL STUDY: Michel Conte, J. Ristelhueber, C. Julien 
and A. Leclereq. La Semaine des Hopitaux 11:465 (12 Feb.), 1959. 


Hemochromatosis, a condition particu- 
larly frequent in subjects of Breton origin, 
would often begin with emaciation. Hepa- 
tic tests in the long run become positive. 
The abdominal pains and the pains of the 
lower extremities in the form of cramps 
lead the patient to the physician. 

Cardiac and endocrinous involvements 
are especially seen in the younger patients. 
Hypersideremia is usual but to a varying 
degree; the rise in the rate of siderophiline 
(above 0.7), more stable, is so far the best 
biological test. 

The ferruginous pigmentation is to be 


constantly found on the liver specimens 
collected by puncture biopsy and at post- 
mortem. In an early stage the sclerosis is 
strictly periportal and is discreet. 
Idiopathic hemochromatosis should be 
now considered a genetic disease. A sys- 
tematic inquiry and an examination of the 
members of the patients’ family may show 
cases of clinically latent hemochromatosis. 
Treatment of hemochromatosis by re- 
peated bleedings is well tolerated, on con- 
dition these should be controlled by the 
hematocrit. The result is satisfactory when 
the bleedings are indefinitely repeated. 
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SIMPLIFIED SCREENING TEST FOR CYSTIC FIBROSIS OF THE PANCREAS: 
Edwin M. Knights, Jr.. James S. Brush and John Schroeder. J.A.M.A. 169:1279 


(21 Mar.), 1959. 


Cystic fibrosis of pancreas is strongly in- 
dicated in excessive chloride content of 
sweat gland excretion. 

A determination of chloride by means of 
silver chromate agar plates has been super- 
seded by test paper impregnated with sliver 
nitrate and potassium chromate. 

No. 1 Whatman filter paper 11 cm. is 
saturated with N/.2 silver nitrate solution 
and allowed to dry, then immersed in a 
N/.2 potassium chromate solution, wettin 
both sides, washed with distilled water an 
allowed to dry. 

To test subject moisten paper with 
chlorine-free water and press fingers and 
palm of hand, previously washed and al- 


lowed to remain clean for 15 minutes, 
against the paper. 

Excessive chloride will immediately be 
precipitated on the red "—e as a white 
pictograph of the hand, the greater the 
chloride the deeper the white impression. 

The impressions are graded 1, 2 or 3 de- 

ding upon the depth of color, cystic 
brosis giving a strong Grade 3. 

Parents of cystic fibrosis-afflicted children 
react with a strong plus 2, nervous tension 
and febrile conditions gave false positives, 

After testing, the papers may dried 
in a dark room and retained as a permanent 
record. 

J. Epwarp Brown 


MANAGEMENT OF THE HYPERCHOLESTEROLEMIC PATIENT: William B. 
Parsons, Jr. Illinois M. J. 115:120 (Mar.), 1959. 


Hypercholesterolemia determinations are 
done in patients with the following con- 


ditions — diabetes mellitus, hypothyroidism, 


nephrosis, bilateral oopherectomy, occur- 
rence or family history of coronary disease, 
and premature arteriosclerosis. Also xanthe- 
lasmata, xanthoma tuberosum, xanthoma 
tendinosum, and arcus senilis, premature. 
Restriction of dietary cholesterol is in- 
effective. Restriction of total fats is import- 
ant. Some may be helped and some may 
not. Substituting nonsaturated fatty acids or 


vegetable fats for some of the saturated 
fats — having twice as much cholesterol was 
very effective. Addition of lecithin to a diet 
low in fats — 36 gm. of lecithin and 25 gm. 
of fat diet daily. 

The author presents a series of 44 pa- 
tients followed for 6-24 months with ni- 
cotinic acid treatment with marked reduc- 
tion in cholesterol levels, Substituting nica- 
tinamid did not prove effective. 


Louis K. MorcANSTEIN 


CLINICAL ASPECTS OF BACTEROIDES INFECTIONS IN GASTROENTEROLOGY: 
Samuel H. Rubin and Linn J. Boyd. Clin, Med. 6:417 (Mar.), 1959. 


The determination of a diag ‘3 of 
bacteroides infections depends upon «lini- 
cal suspicion. When faced with: 1. a peri- 
tonitis and/or 2. a case of neoplasm with 
abscess formation and/or 3. a liver abscess 
and if a) the infection does not respond to 
ordinary therapies, b) smears show 
negative organisms and cultures fail to 
grow, bacteroides should be considered. 


MECHANISMS OF BILE SECRETION: 


(28 Mar.), 1959. 


In analyzing the mechanism of bile secre- 
tion, Brauer considers two groups of sub- 
stances. Class A includes water, electrolytes, 
and glucose. Although they exist in bile in 


Definitive diagnosis can only be made by 
bacteriological methods. It must be pointed 
out, however, that this organism is present 
in the normal adult heat and in 90 per 
cent of cases is the predominate organism. 
It is not unlikely that infection with this 
organism contributes to a rapid down-hill 
course in many Cases. 

Invin DeutscH 


Ralph W. Brauer. J.A.M.A. 169:1462 


the same concentration as the plasma, it 
can be shown that they do not enter the 
bile by simple filtration. Various experi- 
mental facts demonstrate this; bile flow 
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continues at pressures which are higher 
than that of blood pressure. It is also in- 
dependent of blood flow provided there is 
enough oxygen. It can also be shown that 
the volume of bile is not dependent on 
active resorption. In its passage down the 
biliary tree, bile comes into further contact 
with blood plasma and comes into equili- 
brium with electrolytes. This possibly takes 
lace at the ductules and small bile ducts. 
bile pressure is elevated, there is a back- 
flow of water into the blood stream. Under 
certain conditions, Brauer believes that 
leakage of bile from the biliary tree occurs 
at the portal areas. 
Class B includes bile salts, sodium de- 
hydrocholate, bilirubin, dyes, and some 
other substances. These are excreted at 


concentrations far above those in the blood 
stream, and exhibit the phenomenon of 
selective uptake. They are excreted by the 
liver cell. In the case of dyes, the cell, 
extracting the substance from the blood, 
delivers it to the biliary system, but can 
temporarily retain it and also alter its 
chemical composition. Back transfer of the 
dye into the blood can also occur. It is 
ape that there is a limited back trans- 
er of Class B substances under normal con- 
ditions. Differences in exchange rates of 
various substances may be due to differ- 

size of pores of the membranes separat- 
ing blood a bile. 


S. L. ImMERMAN 


TRANSAMINASES IN SERUM AND LIVER CORRELATED WITH LIVER CELL 
NECROSIS IN NEEDLE ASPIRATION BIOPSIES: Samuel Zelman and Chi Che 
Wang with technical assistance of I. Appelhanz. Am. J. M. Se. 237:323-334 (March), 


1959. 


One hundred forty-three biopsies of the 
liver were studied and transaminases were 
determined. Histological necrosis of liver 
cells and rise in both transaminases ap- 
peared to occur in proportion. Needle bi- 


opsy itself did not affect the SGOT activity 
of 20 patients re-examined the day follow- 
ing the biopsy. 


BERNARD FARFEL 


THE PERIPHERAL VASCULAR DYNAMICS OF BOWEL FUNCTION: Alfred Hal- 
pern, David Selman, Norman Shaftel, Saul S. Samuels, Herbert Shaftel, and Paul 
H. Kuhn. Am. J. M. Se. 237:453 (April), 1959. 


This investigation was made to study the 
alterations in peripheral venous pressure, 
segmental and digital arterial blood flow 
and peripheral vascular resistance occurring 
during bowel function. Particularly, the in- 
terest was focused on possible effect on 
thrombus mobilization. Definite effects were 
noted particularly with constipation. The 


use of the bed in normal subj ele- 
vated pressure fn the antecubital 7. but 
lowered that in the saphenous vein because 
of the posture. The study emphasizes the 
avoidance of constipation or its correction 
following the use of drugs which affect 
peristalsis, or surgery. 

BERNARD F'ARFEL 


OBSERVATIONS ON THE SYNTHESIS OF BILIRUBIN GLUCURONIDE IN THE 
RAT ORGANISM: R. Tenhunen and R. Torsti. Scandinay. J. Clin. & Lab. Invest. 


11:162 (April), 1959. 


Bilirubin occurring from destruction of 
hemoglobin is determined by the van den 
Bergh reaction, being “direct” if color de- 
velops without addition of alcohol and 
“indirect” if alcohol is necessary to produce 
color. Amount of concentration is probably 
the reason for alcohol addition in the 
“indirect” reading. 

Naturally produced bilirubin is probably 


— its conjugation taking place in 
e liver as indicated by Schmidt in 1956, 

Grodsky and Carbone demonstrated in 
1957 that renal tissue has a considerable 
ability to conjugate bilirubin and brain 
tissue has a 

Using technics deve Grodsky 
and Carbone, the authors used ‘ee cut- 
tings and homogenates of mucosa, includ- 
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ing muscularis and adventitia and obtained 
from the cuttings and homogenates bili- 
rubin that approximated one-half the 
amount conjugated by liver tissue Slices 
gave negative results. 


Because the muscularis was included in 
the ents it is thought that had mu- 
cosa alone been used, the results would 
have approximated the conjugation of liver. 

J. Epwarp Brown 


A COMPARISON OF SWEAT CHLORIDES AND INTESTINAL FAT ABSORPTION 
IN CHRONIC OBSTRUCTIVE PULMONARY EMPHYSEMA AND FIBROCYSTIC 
DISEASE OF THE PANCREAS: John A. Wood, Alfred P. Fishman, Keith Reem- 
tsma, Harold G. Barker and Paul A. di Sant Agnese. New England J. Med. 260:951 


(7 May), 1959. 


The authors investigated the possibility 
that cases of chronic obstructive pulmonary 
emphysemas in adults represent formes 
frustes of fibrocystic disease of the pan- 
creas. 

Five of the 24 patients with emphysema 
had abnormally thigh concentrations of 
chloride in sweat, and 4 of these also had 
impaired oo of neutral fat. 

The sweat chloride in the emphysematous 
subjects reverted to normal during severe 
salt limitations. This pattern of response 


of the emphysematous subjects differed 
from that of children with cystic fibrosis of 
the pancreas, but was similar to that of the 
parents of these children. 

The observations suggest that some cases 
of chronic obstructive pulmonary emphy- 
sema in adults may represent formes frustes 
of fibrocystic disease of the pancreas. 

The conclusions drawn are of the induc- 
tive reason type from the experimental data 
they collected. 

I. Henry 


CARBOHYDRATE METABOLISM IN PATIENTS AFTER PARTIAL GASTREC- 
TOMY: M. Stalker, W. H. Sutherland and A. Bogoch. Canad. M.A.J. 80:779 (15 May), 


1959. 


Glucose tolerance and insulin sensitivity 
tests were conducted in 20 patients before 
and after partial gastrectomies. The se- 
quence of tests ranged from one to 11 

apart. 

Ten of the 20 patients were also stud- 
ied in the immediate postoperative period. 


No significant differences were noted in 
the different groups except for a slightly 
high 30-minute glucose peak in most of 
the operated patients. This peak in the 
tolerance curve was infrequently noted in 
the immediate postoperative period. 

A. M. Susinno 


EXPERIMENTAL PEPTIC ULCERATION: PART V. ADRENAL FUNCTION IN 
HISTAMINE INDUCED ULCERATION: S. H. Zaidi, Balkrishna and G. B. Singh. 


Indian J. M. Res. 47:280 (May), 1959. 


Studies on adrenal function were con- 
ducted in acute experimental peptic ulcer- 
ation induced by massive doses of hista- 
mine in gigeiet which were protected 
with an antihistaminic, promethazine- 
hydrochloride. The experiments showed 
that the adrenals played an insignificant 
role in the production of ulceration. It was 
found that electroshock produced conges- 
tion and tiny hemorrhages of the gastric 
mucosa but failed to produce tic ulcer- 
ation, The marked depletion of ascorbic 
acid with hypertrophy of the cells of zona 


fasciculata indicated involvement of the 
adrenals. 

Protection from acute histamine induced 
ulceration in ea-pigs was brought 
about by oxyphenonium bromide even 
though there was marked depletion of 
adrenal ascorbic acid and hypertrophy of 
cortical cells of the zona fasciculata. The 
administration of oxyphenonium bromide 
to normal fasted animals also produced 
similar adrenal changes. 


Morton SCHWARTZ 
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HEREDITARY ASPECTS OF GASTRIC SECRETORY FUNCTION: M. L. Sievers. 


Am, J. Med. 27:246 (Aug.), 1959. 


The authors studied the production of 
gastric acid and pepsin in Caucasians and 
Negroes by indirect tests in relation to the 
ABO blood groups. In general, secretory 
function was about the same for the two 
races. However, in both the whites and 
Negroes, impairment of gastric secretion 
was more frequent in subjects with blood 
group A than in those with group O. Free 
acid was produced by 86.1 per cent of 
patients with blood group O, while only 
73.0 per cent of those with blood group A 
did so. The mean value of plasma _pep- 
sinogen was higher for subjects with blood 
group O than in those with group A. 


The evidence suggests that functional 
gastric atrophy occurs more often in sub- 
jects with blood group A than in those 
with group O and may be related to in- 
herited factors. It is also suggested that 
the associations which have been noted 
between certain diseases and ABO blood 
groups (i.e., pernicious anemia and gastric 
malignancy with an excess of blood group 
A; and duodenal ulcer with an excess of 
blood group O) may actually relate pri- 
marily to the altered gastric secretory func- 
tion which seems to serve at least a per- 
missive role in all of these conditions. 

Joun M. McManon 
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BOOK REVIEWS FOR GASTROENTEROLOGISTS 


SURGERY OF THE COLON: E. S. R. Hughes, M.D., M.S. (Melb.), F.R.C.S. (Eng.), 
F.R.A.C.S., Hon. Surgeon, The Royal Melbourne Hospital, Melbourne, Australia. 416 
pages, illustrated. E. & S. Livingstone Ltd., Edinburgh and London. Williams & 
Wiikins Co., Baltimore, Md., 1959. Price $12.50. 


A comprehensive volume, clear and con- 
cise dealing with lesions of the colon, diag- 
nosis, medical and surgical. The reviewer 
is surprised to find the a amount of 
space devoted to the medical aspects, dif- 
ferential diagnosis and treatment before 
surgery is invoked, 

Dr. Hughes is to be commended for his 
insight and thoughtfulness in preparing this 


text. The illustrations, the text, the refer- 
ences, authors and cross index add a great 
deal to this volume. 

Surgery of the colon should be renamed 
medical and surgical aspects of colonic dis- 
ease, this way it would greatly enhance its 
sale even to the general practitioner. Even 
with the present title, however, it is highly 
recommended. 


LAPAROSCOPIA E LAPAROGRAFIA NELLA PRATICA MEDICA: F. Bertolani, 
Instituto di Clinica Medica della Universita di Modena, 222 pages, illustrated in color 
and black and white, Edizioni Minerva Medica, Turin, Italy, 1958. Price L. 3500. 


Unfortunately not many of the physicians 
can read the text, however, the illustrations 
are clear and those of us who are familiar 
with laparoscopy will find this book instruc- 
tive as to the method of introducing the 
instrument into the peritoneal cavity and 


what will be seen as illustrated by the 
beautiful color plates. 

In addition to an extensive index a list of 
authors are appended. 

The typography, paper, illustrations and 
binding make a beautiful monograph. 


ANNUAL REVIEW OF MEDICINE, Volume 10, 1959: Editor David A. Rytand, M.D., 
Associate Editor Wm. P. Creger, M.D., 20 Chapters, 640 pages, Annual Reviews, Inc., 


Palo Alto, Calif. Price $7.50. 


The authors and their co-workers are 
well-known clinicians in their specialty and 
the review in these pages covers the litera- 
ture on the given subject. Extensive refer- 


ences follow each chapter. 

It is highly recommended to all physi- 
cians and especially to those who are to 
take the specialty board examinations. 


PANCREATITIS—A Clinical-Pathologic Correlation: Herman T. Blumenthal, Ph.D., 
M.D., Director, Institute of Experimental Pathology, The Jewish Hospital, and Asso- 
ciate Professor of Pathology, St. Louis University School of Medicine, St. Louis, Mo. 
and J. C. Probstein, M.D., Director Emeritus, Division of Surgery, The Jewish Hospi- 
tal, Associate Professor of Clinical Surgery, Washington University School of Medi- 
cine, and Assistant Professor of Anatomy, Washington University School of Den- 
tistry, St. Louis, Mo. with a foreword by R. M. Zollinger, M.D., Professor and 
Chairman, Department of Surgery, University Hospital, Columbus, Ohio, 379 pages, 
illustrated, Charles C Thomas, Springfield, Ill., 1959. Price $9.50. 


The monograph on Pancreatitis is divided 
into Basic Statistical Considerations and 
Their Significance; Pathologic Physiology of 
Pancreatitis; Pathologic Anatomy of Pan- 
creatitis; The Clinical Manifestations of 
Pancreatitis; Therapeutic Measures in Pan- 
creatitis. In these five divisions the authors 
have brought to the attention of the physi- 


cian, the surgeon and the biochemist, the 
manifestations of pancreatitis, diagnosis, 
medical and surgical considerations. Exten- 
sive references, name and cross index are 


adequate. 

Al physicians are urged to have a copy 
of this most informative monograph for 
reference. 


186 


BOOK REVIEWS 187 


THE SURGEON AND THE CHILD: Edited by Willis J. Potts, M.D., Surgeon in Chief, 
Children’s Memorial Hospital, Professor of Pediatric Surgery, Northwestern Univer- 
sity Medical School, Chicago, IIL, 255 pages, illustrated, W. B. Saunders Company, 


Philadelphia, Pa., 1959. Price $7.50. 


An unusual monograph in which the au- 
thor’s object is to bring to the surgeon a 
ready oe oon and description of a par- 
ticular operation on infants and children. 

The intern, the resident, the general prac- 
titioner, the pediatrician and the surgeon 


will find Pott’s “Surgeon and the Child”, an 
interesting and instructive book which the 
reviewer highly recommends. 

It is beautifully printed, bound and well 
indexed. 


THE ACUTE AND CHRONIC PEPTIC LESIONS OF THE STOMACH AND THE 
DUODENUM—THEIR FREQUENCY, MUTUAL RELATION AND CORRELATION 
WITH OTHER DISEASES: Izak Salomon Levij, 104 pages, Uitgeverij Excelsior, 


Gravenhage, 1959. 


A comprehensive dissertation by the au- 
thor presented to the Faculty in fullfilment 
of the requirement for the doctorate de- 
gree. It is interesting to note the number of 
males as compared to females who suffered 
with ulcer and died. The percentage was 
approximately 27.3 in males and 15.9 per 


peptic lesions are more common in males 
than in females. In both sexes the incidence 
of acute peptic lesions increased with ad- 
vancing age. The stomach duodenum ratio 
was 1.4 in males, 1.7 in females. In the 
younger age groups the preference for males 
was more evident. 


cent in females. This survey shows that 


ROMACH 


FOR PEPTIC ULCER 
Succeeds in 90% of Cases 


Many published articles have established the outstanding 
value of Romach tablets for prompt relief and ultimate healing 
of gastric and duodenal ulcers. 

A .study in England reported a satisfactory response to 
Romach in 90% of cases. 

Try An American article? reported relief of pain without analgesics 


in 92% cases, weight gains averaging 7.9 lb. in 93% cases, 
ROMACH control of occult blood in stools in 100% cases, and ultimate 
and be roentgenographic healing of the ulcers in 81% cases. 
convinced 


The recommended dosage of Romach is 2 tablets in tepid 
water immediately after meals. 


ROR CHEMICAL CO. © 2268 First Ave. © New York 35, N.Y. 


ROR CHEMICAL CO., 2268 First Ave., New York 35, N. Y. 
1. British Medical Jour 


Please send me without obligation professional sample, compl i nal 2:827, 1955 
on Romach tablets. 


2. American Journal of 
Gastroenterology 
28:439, 1957 
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Daricon 


anticholinergic 
with 
staying power 


*1 TABLET P.M. 
usually assures nightlong freedom 
from pain by providing prolonged and 
sustained (8-12 hours’) anticholiner- 
gic action that combats nocturnal 
increase in the basal gastric secretion 
of peptic ulcer patients 


*1 TABLET A.M. 
usually assures uninterrupted daytime 
control of gastric hypersecretion 
without dependence on the repeat 
doses required of shorter-acting anti- 
cholinergics 


Science 
for the world’s 
well-being ® 


Pfizer 
PFIZER LABORATORIES 
Division, 

Chas. Pfizer & Co., Inc. 
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IN BRIEF \ 


DARICON is oxyphencyclimine hydrochlo- 
ride, a long-acting, highly effective anticho- 
linergic. DARICON provides 24-hour relief 
from the pain and discomfort associated 
with g.i. disturbances, usually on just b.i.d. 
dosage. 


Indications: DARICON is valuable for the 
adjunctive management of peptic ulcers — 
duodenal, gastric and marginal types; 
functional bowel syndrome irritable 
colon, spastic colon including mucous 
colitis; pylorospasm, cardiospasm; chronic, 
nonspecific ulcerative colitis; biliary tract 
disease, including cholecystitis and choleli- 
thiasis; hiatus hernia accompanied by 
esophagitis or ulcer; gastritis, acute or 
hypertrophic; duodenitis; bladder spasm 
with or without cystitis; ureteral spasm, as 
with stones or pyelonephritis. 


Side Effects and Precautions: Dryness of 
the mouth is the most common peripheral 
effect. Blurring of vision, constipation, and 
urinary hesitancy or retention occur in- 
frequently. These effects may decrease or 
disappear as therapy continues, or can be 
minimized by adjustment of dosage. Care 
should be exercised in using DARICON in 
patients with prostatic hypertrophy, in 
whom urinary retention may occur. The 
use Of DARICON as well as other anti- 
cholinergics in patients with an associated 
glaucoma is not recommended except with 
ophthalmological approval and super- 
vision. 

Administration and Dosage: The average 
adult dosage is 10 mg. of DARICON given 
twice daily—in the morning and at night 
before retiring. (Dosage should be ad- 
justed in relation to therapeutic response.) 
As much as 50 mg. daily is acceptable to 
some adult patients. As little as 5 mg. daily 
is therapeutically effective in some adult 
patients. 


Supplied: DARICON is supplied as a white, 

scored 10 mg. tablet. 

More detailed professional information 
available on request. 


IN COMING ISSUES 


Papers presented before the 25th 
Annual Convention and Course in 
Postgraduate Gastroenterology of 
the American College of Gastro- 
enterology. 


These, in addition to other orig- 
inal articles, abstracts of current 
literature, editorials and book re- 


views. 


Use convenient coupon below to 
insure your uninterrupted receipt 


of these important issues. 


Use this blank for subscribing to 


~Amenican Journal Gastroenterology 


33 West 60th Street 


New York 23, N. Y. 
Enclosed please find $........... for 
which you are to enter my subscription to 
THE AMERICAN JOURNAL OF GASTRO- 
ENTERCLOGY, starting with the 


issue, as indicated below. 


[] 1 year $8.00 [] 2 years $14.00 
($10.00 foreign) ($18.00 foreign) 
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Address 
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A COMPLETE THERAPY FOR 
TREATMENT OF PEPTIC ULCER 


CARBAMINE 


U.S. Pat. No. 2,840,506 


INGESTED EXOGENOUS 
SUBSTRATES 


aN BLOOD AND METABOLIC 
ENZYME SUBSTRATES 


Enzymic imbalance resulting from insufficient substrates may lead to 
peptic ulcer and other digestive disorders (full discussion in article by 
Goodfriend, Vanderkleed and Goodfriend). Carbamide has been designed 
to supply substrates for these enzyme systems, and thus aid in relieving 
symptoms, correcting acid-base equilibrium, aiding mucosal healing and 
normal digestion, and restoring homeostasis.‘ 


The action of Carbamine medication as a direct approach to the elevation 
of the health status and resistance of gastrointestinal mucosa; its high 
degree of therapeutic effectiveness; and its complete absence of toxicity 
or side-effects indicates that it is an important contribution to the materia 
medica of peptic ulcer and certain other gastrointestinal diseases. ‘?) 


FORMULA: REFERENCES : 

Carbamide with citric acid and sodium bi- (1) Goodfriend, Vanderkieed & Goodfriend. ‘‘Enzy- 

carbonate to produce sodium citrate and matic Therapy of Peptic Ulcer and Digestive Disor- 

carbon dioxide when dissolved in water. ders.’’ American Journal Gastroenterology, Vol. 33, 

DOSAGE: No. 1, Pgs. 80-89, January 1960. 

One packet T.1.D. after mealtime and one (2) Kelly, H. T., M. D., “Treatment of Gastroduodenal 

packet at bedtime. Ulcer and Certain Digestive Disorders with Mucosal 
Enzyme Substances”, American Journal of Gastro., 
Vol. 33, No. 12, December, 1960. 


KEY PHARMACEUTICALS, INC., Miami 37, Florida 
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antispasmodic 
-sedative 
-digestant 


This old gentleman is fictitious but his problem 
is not. In fact, the label he aptly tags his symp- 
toms with might even suit one or two of your pa- 
tients. If they are tense or mildly anxious, and you 
find a functional or ill-defined gastrointestinal 
spasm and an inadequate supply of digestive en- 
zymes, that is “nervous indigestion.” For these 
conditions, Donnazyme offers specific medication 
which relieves GI spasm, calms the emotions, and 
supplements deficient digestive enzymes. Two 
tablets t.i.d. (after meals), or as needed. 


4 


zyme 


Each specially constructed tablet contains the 
equivalent of one-half Donnatal® tablet plus diges- 
tive enzymes. In the gastric-soluble outer layer: 
hyoscyamine sulfate, 0.0518 mg.; atropine sulfate, 
0.0097 mg.; hyoscine hydrobromide, 0.0033 mg.; 
phenobarbital (¥% gr.), 8.1 mg.; and pepsin, NF, 
150 mg. In the enteric-coated core: pancreatin, 
NF, 300 mg.; and bile salts, 150 mg. 


A. H. Robins Company, Inc. 
RICHMOND 20, VIRGINIA 


191 
S 
| 
: 
— 
ae 
¢ 
1 


In chronic and acute diarrhea 
the most effective symptomatic 
solution to the dual problem 


dual action 


Sorboquel 


(polycarbophil-thihexinol methylbromide) tablets 
“The combi- 
nation [SORBOQUEL] often alleviated 
diarrhea after other drugs, including 
opiates, had been ineffectual.”* 


fast FOR TOO FLUID FECES: 
action Four SORBOQUEL Tablets, the 


average daily dose, contain 2 Gm 
of polycarbophil. This amount of 
this extraordinary macromolecular 
water-binding agent has a hydro- 
sorptive capacity of 240 cc. 
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A 30-year-old male with chronic diarrhea of functional origin, 
characterized by marked intestinal hypermotility. With 
SORBOQUEL therapy, the diarrhea was well controlled. This 
24-hour film demonstrates combined antimotility action of thi- 
hexinol methylbromide and the hydrosorptive action of polycarbo- 
phil. (Note the particulate nature of the swollen polycarbophil.) 


FOR TOO FREQUENT 


the superior. ye 


EVACUATIONS: 
bromide produces pr 

With SORBOQUEI 

without a marked dela 

experience, such select 


produced 


CONVENIENT TABLET FORM; 
SIMPLE, UNCOMPLICATED 
DOSAGE SCHEDULE. 

dosage: For older children and 
adults, initial dosage of one 
SORBOQUEL Tablet q.id. is 
usually adequate. SEVERE DIAR- 
RHEAS MAY REQUIRE SIX, OR 
EVEN EIGHT, TABLETS IN DIVIDED 
DAILY DOSES. (Dosages exceeding 
six tablets a day should not be em- 
ployed over prolonged periods. ) 
side effects: The incidence of 
side effects at recommended dos- 
age is negligible. (The usual 
precautions when using parasym- 
patholytic agents should be ob- 
served.) COMPLETE INFORMA- 
TION REGARDING THE USE OF 
SORBOQUEL TABLETS IS AVAIL- 
ABLE ON REQUEST. 

supplied: SORBOQUEL Tablets, 
bottles of 50 and 250. Each tablet 
contains0.5 Gm. polycarbophil and 
15 mg. thihexinol methylbromide. 
*Winkeistein, A: Am. J. Digestive Dis 
34:524 (Nov.) 1960. additional bibliography 
Hock, C.W.: Med. Times 88:320 (March) 
1960. Hock, C.W.: Am. J. Digestive Dis. (Nov.) 
1960. Berkowitz, D.: Am. J. Digestive Dis 
(Nov.) 1960. Seneca, H.: Am. J. Digestive 
Dis. (Nov.) 1960. Gilbert, A. S.; Schwartz, 
1.R., and Matzner, M.J.: Am. J. Gastroenterol 
(Dec.) 1960. Gilbert, S$. $.: Am. J. Digestive 
Dis. (Nov.) 1960. Pimparker, 8. 0.; Paustian, 
F. F.; Roth, J. L. A, and Bockus, #. L 

Gastroenterology, to be published. Roth, J 
L. A: Am. J. Digestive Dis. (Nov.) 1960. 
Grossman, A. J.; Batterman, R. C., and Leifer, 
P: J. Am. Geriat. Soc. 5:187 (Feb.) 1957 
McHardy, G.; Browne, 0.; McHardy, R.; Bodet, 
C., and Ward, 3.: Am. J. Gastroenterol. 24-601 
(Dec.) 1955. McHardy, G.: Am. J. Digestive 
Dis. (Nov.) 1960. Bercovitz, 2. T.: J. Am 


Geriat. Soc. 5:940(Nov.) 1957. Reports to the 
Medical Department, White Laboratories, Inc. 


WHITE LABORATORIES, INC. - Kenilworth. New Jersey 


193 
= 
a 
a 
2 not becuyEEEEDy other anti-peristaltic drug 


194 


double 
trouble 
of the a 
g.i. tract? 
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ENARAX 


A SENTRY FOR THE G.I. oy B.1.D. 


Proven effective for continuous relief of both physical and emotional aspects of G.I. disease — 
hypermotility, hyperacidity, and hyperemotivity. One tablet b.i.d. provides 24-hour control of 
symptoms in peptic ulcer, gastritis, gastroenteritis, colitis, functional bowel syndrome, duodenitis, 
hiatus: hernia (symptomatic), irritable bowel syndrome, pylorospasm, cardiospasm, biliary tra¢t 
dysfunctions, and dysmenorrhea. ENARAX has been successful in 92% of cases.'-? Let your G.I. 
patients profit from its dual, full-time therapeutic action. 


Dosage: One-half to one tablet twice daily — preferably in the morning and before retiring. The maintenance 
dose should be adjusted according to the therapeutic response. Use with caution in patients with prostatic 
hypertrophy and only with ophthalmological supervision in glaucoma. Supplied: In bottles of 60 black-and-white 
scored tablets. Prescription only. 


References: 1. Hock, C. W.: Am. Gastroenterol. 34:293 (Sept.) 1960. 2. Leming, B. H., Jr.: Clin. Med. 6:423 (Mar.) 
1959. 3. Data in Roerig Medical Foe eon files. tbrand of hydroxyzine 


New York 17, N. Y. 
FOR HEMATOPOIETIC STIMULATION WHERE OCCULT BLEEDING Division, Chas. Pfizer & Co., Inc. 
IS PRESENT HEPTUNA® PLUS THE COMPLETE ANEMIA THERAPY Science for the World's Well-Being™ 
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*«..sounding board of the emotions” 


Emotionally-induced or emotionally-aggravated gastrointestinal diseases, including 
peptic ulcer, often become quiescent with the adjunctive use of EQUANIL. 


Bodi? and his associates found that meprobamate (EQUANIL) relieved tension and 
anxiety, yet did not significantly affect gastric secretory patterns. Calming was 
achieved without mental confusion. 


Hundreds of published papers on EQUANIL attest to its high index of safety; predict- 
able action; freedom from ataxic or extrapyramidal side-effects; lack of cumulative 
effects. 


Although rare, allergic reactions may occur; dosage and quantity prescribed for all 
patients should be carefully supervised. 

For further information on prescribing 

and administering EQUANIL see descrip- 

tive literature, available on request. 

Wyeth Laboratories Philadelphia1, Pa. 
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“wearability” 


MAALOX' || 
RORER 


GEL) 


ANTACID — DEMULCENT 
MON-CONSTIPATING 


suspension of Magnesium ant 
Aluminum Mydromides useful for the re 
of gastric ny pernetait 


Shake Well Before Using 
Averate adult Goset As antacid snd pro 

KEEP BOTTLE NIGHTLY CLOSED 

KEEP FROM FREEZING 4477) 


WILLIAM H. RORER, inc. 


NO TASTE FATIGUE 
EXCELLENT RESULTS 


NO CONSTIPATION 


the most widely prescribed and 
most wearable of all antacids 


suspension tablets 
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look beyond 
the view box 


for the added 


advantage of 


return 
normal 
PBI 


levels 


@)) 83) () th) 


bunamiody] sodium 


ORABILEX, without a doubt, pro- 
duces a superior visualization with a significant absence of obscuring 
bowel opacities.** It consistently provides reliable, readable and accu- 
rate cholecystograms and cholangiograms — in patient after patient. 


but look beyond the view box OraBiLeEx causes less interference 
with serum protein-bound iodine levels that any other cholecystographic 
medium. Any interference by one diagnostic procedure which affects 
the validity of another can be a serious limitation — as in the case of 
thyroid function studies following cholecystography. Because its affinity 
for serum albumin is transient, PBI levels return to normal within four 
weeks. Thus, if a patient must undergo thyroid function tests, PBI 
determinations can be done far sooner following OrasiLex cholecys- 
tography than with other contrast agents. —*1.». « vevevormenr of 
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ORABILEX’-* iopanoic acid’ 
(4 weeks) (12 weeks) 


Dosage: 6 capsules approximately 12 to 14 hours before examination. See package 
insert for complete dosage information. 

Contraindications: Similar to other contrast media of this class, ORABILEX is 
contraindicated in the presence of renal insufficiency. 

Supply: Envelopes of 6 capsules (0.75 grams each). Boxes of 5, 25, and 100 
envelopes; and hospital-size bottles of 250 capsules. 
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Following determination 
of basal secretion, 
intragastric pH was 
continuously determined 
by means of frequent 
readings over a 
two-hour period. 


Neutralization 
with new Creamalin 


neutralization 
is much 


with standard 


aluminum hydroxide faster and 


15 
Minutes 20 


 CREAMALIN 


New proof in vivo! of the much greater efficacy of new Creamalin 
tablets over standard aluminum hydroxide has now been ob- 
tained. Results of comparative tests on patients with peptic ulcer, 
measured by an intragastric pH electrode, show that newCreamalin 
neutralizes acid from 40 to 65 per cent faster than the standard 
preparation. This neutralization (pH 3.5 or above) is maintained 
for approximately one hour longer. 

New Creamalin provides virtually the same effects as a liquid 
antacid? with the convenience of a tablet. 


Nonconstipating and pleasant-tasting, new Creamalin antacid 
tablets will not produce ‘‘acid rebound” or alkalosis. 


Each new Creamalin antacid tablet contains 320 mg. of specially 
processed, highly reactive, short polymer dried aluminum hy- 
droxide gel (stabilized with hexitol) with 75 mg. of magnesium 
hydroxide. Minute particles of the powder offer a vastly increased 
surface area for quicker and more complete acid neutralization. 


e: Gastric hyperacidity— from 2 to 4 tablets as necessary. Peptic 
ulcer or gastritis — from 2 to 4 tablets every two to four hours. Tablets may 
be chewed, swallowed whole with water or milk, or allowed to dissolve 


in the mouth. How supplied: Bottles of 50, 100, 200 and 1000. 
1. Data in the files the of Medical Research, Winthrop 
Laboratories. 2. Hinkel, E. T., Jr.; Fisher, M. P., and Tainter, M. L.: J. Am. 
LABORATORIES 


Pharm. A. (Scient. Ed.) 48: 384, July, 1959. 
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Konsyl supplies a non-irritating bulk consisting 
entirely of hemicelluloses derived from blond 
psyllium. The smooth bulk of Konsyl disperses 
with the intestinal contents to create a soft- 
formed, easily passed stool. Konsyl assures the 
resumption of a normal peristaltic pattern and 


Your Patients 
contains no sugar or other diluents. 


will appreciate 
the modest cost! 


Made by BURTON, PARSONS & COMPANY, Since 1932 
Originators of Fine Hydrophilic Colloids 
Washington 9, D. C. 
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‘The 
principle 
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produces soft, 
normal stools 
in functional 
constipation 


SURF AK 


Water doesn’t rol] off this duck’s back... 
because the water is Surfak-treated. Surfak 
decreases interfacial tension between water 
and oil . . . penetrates the natural oils in the 
feathers, permits water absorption, adding 
weight so that the duck sinks. 

Similarly, in functional constipation, 
Surfak quickly permeates the heterogeneous 
fecal mass. The superior surfactant action 
of calcium bis-(dioctyl sulfosuccinate) re- 
duces the interfacial tension between the 
aqueous and lipoid phases of the intestinal 
content to minimal values. The result is 
soft homogeneous feces which are easily 
moved to evacuation, naturally. 
DOSAGE: 

Adults: One 240 mg. Surfak capsule daily. 


Children (and adults with minimal needs): 
One to three 50 mg. Surfak capsules daily. 
SUPPLIED: 

240 mg. Surfak capsules in bottles of 15 and 
100. 50 mg. Surfak capsules in bottles of 30 
and 100. 


LLOYD BROTHERS, INC. 


CINCINNATI 3, OMIO 


